Takeda Sponsored Clinical Trial
Agreement

Smlouva o klinickém hodnoceni
sponzorovaném spolecnosti Takeda

A Pivotal Phase 1/2, Single-Arm,
Open-label Study to Evaluate the
Safety and Efficacy of Ponatinib With
Chemotherapy in Pediatric Patients
With Philadelphia Chromosome-
Positive (Ph+) Acute Lymphoblastic
Leukemia (ALL) Who Have Relapsed
or Are Resistant or Intolerant to a
Prior Tyrosine Kinase Inhibitor-
Containing Therapy, or Who Have the
T3151 Mutation

Takeda Development Center
Americas, Inc. Clinical Protocol No.
Ponatinib-1501

THIS SPONSORED CLINICAL
TRIAL AGREEMENT (the “Agreement”)
is made as of the last date of signature
(the “Effective Date), by and among PPD
Investigator Services LLC, a clinical
research organization having a place of
business at 929 North Front St
Wilmington, NC 28401, USA,
represented by PPD Czech Republic,
based Antala Staska 2027/79, 140 00,
Czech Republic (“CRQO”), Fakultni
nemocnice Motol, state organization,
having a place of business at V Uvalu 84,
Praha 6, 150 06 (“Institution”)
represented by [N
MBA, on behalf of power of attorney are
collectivelly referred to as ,Parties” For
purposes of this Agreement, each of
CRO and the Site may be referred to as
a “Party” and together as the “Parties.”

Pivotni faze 1/2 jednoramenné,
oteviené studie k  posouzeni
bezpecnosti a ucinnosti pripravku
panatinib a chemoterapie u
pediatrickych pacientit s akutni
lymfoblastickou leukemii s pozitivhim
Philadelphia chromozomem (Ph+
ALL) s relapsem nebo rezistenci €i
nesnasenlivosti predchozi |é¢by
inhibitory tyrozinovych kinaz nebo
kteri jsou nositeli mutace T315l.

Takeda Development Center
Americas, Inc., Cislo protokolu
Ponatinib-1501

TATO SMLOUVA o)
SPONZOROVANEM KLINICKEM
HODNOCENI (dale jen ,smlouva®) se
uzavira ke dni podpisu posledni smluvni
strany (dale jen ,datum platnosti) mezi
spoleCnosti PPD Investigator Services
LLC, smluvni vyzkumnou organizaci
se sidlem na adrese 929 North Front St,
Wilmington, NC 28401, USA
v zastoupeni PPD Czech Republic, se
sdilem Antala Staska 2027/79, 140 00,
Ceska republika (dale jen ,CROY),
Fakultni nemocnice Motol, statni
pfispévkova organizace, se sidlem na
adrese V Uvalu 84, Praha 6, 150 06,
zastoupena NG
MBA, na zakladé povéreni, (dale jen
,poskytovatel zdravotnich sluzeb“ nebo
jen ,poskytovatel)  Pro ucely této
smlouvy jsou CRO a Poskytovatel zvlast
oznacovani jako ,smluvni strana“ a
spole¢né jako ,smluvni strany*.

RECITALS:

ODUVODNENI
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WHEREAS, Takeda
Development Center Americas, Inc.
(“Sponsor”) desires to obtain the services
of the Site to conduct a clinical trial on
Sponsor’s investigational drug identified
as Ponatinib (the “Study Drug”);

WHEREAS, Sponsor has
designated or may designate CRO
and/or other organization(s) (collectively,
“‘Designee(s)’) in the performance of
services for Sponsor, and the Site shall
permit such Designee(s) to perform any
or all of Sponsor’s obligations under this
Agreement. With respect to the rights
and obligations of the Sponsor
hereunder, CRO is acting by virtue of a
Delegation Letter;

WHEREAS, [
I (ihe ‘Investigator’ and

together with the Institution, the “Site”) is
an employee of Institution, experienced
in the conduct of clinical research studies
in humans, who shall serve as the
principal investigator for the Study
(defined below) as contemplated in Act
No 378/2007 Coll., on pharmaceuticals
and on amendments to some related
acts, as amended (“Act  on
Pharmaceuticals”), Decree No 226/2008
Coll., on good clinical practice and
detailed conditions of clinical trials on
medicinal products, as amended (the
“‘Decree”) and Act No 372/2011 Coll., on
health services and the terms and
conditions of the provision thereof
(“Health Services Act”);

VZHLEDEM K TOMU, ZE si

spoleCnost Takeda Development
Center Americas, Inc. (dale jen
,zadavatel”)  pfeje  ziskat sluzby

Poskytovatele za ucelem provadéni
klinického hodnoceni s hodnocenym
léCivym pripravkem zadavatele
oznacenym jako Ponatinib (dale jen
,hodnocené léCivo®),

VZHLEDEM K TOMU, ZE
zadavatel poveéfil nebo muize povérit
CRO a/nebo dalsi organizace (spolecné
dale jen ,povéfené osoby“) provadénim
sluzeb pro zadavatele a Poskytovatel

témto povéfenym osobam umozni
provadét nékteré nebo  vSechny
povinnosti zadavatele podle této

smlouvy. Pokud jde o prava a povinnosti
zadavatele podle této smlouvy, jedna
CRO na zakladé pisemného povéreni.

VvZHLEDEM K TOMU, ZE IR
(,hlavni
zkouSejici“ a spolu s Poskytovatelem
jako  centrum) je zaméstnancem
poskytovatele se zkuSenostmi s
provadénim  vyzkumnych  klinickych
hodnoceni u lidi a bude vykonavat funkci
hlavniho  zkouSejiciho v  klinickém
hodnoceni (podle nize uvedené definice)
v souladu se zakonem €. 378/2007 Sb.,
o léCivech a o zménach nékterych
souvisejicich  zakont, ve  znéni
pozdéjSich predpisu (dale jen ,zakon o
léCivech”), vyhlaskou &. 226/2008 Sb., o
spravné klinické praxi a blizSich
podminkach  klinického  hodnoceni
léCivych pfipravku, ve znéni pozdéjsich
predpist (dale jen ,vyhlaska”), a dale
v souladu se zakonem ¢&. 372/2011 Sb.,
0 zdravotnich sluzbach a podminkach
jejich poskytovani (zakon o zdravotnich
sluzbach),
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WHEREAS, the Site has reviewed
sufficient information regarding the
Protocol (defined below) to evaluate its
interest in participating in the Study, and
the Site is equipped to undertake the
Study and desires to perform the Study
on the terms and conditions set forth
herein; at the Department of Pediatric
Hematology and Oncology

NOW, THEREFORE, in
consideration of the mutual covenants
and agreements herein, the Parties,
intending to be legally bound, have
entered into this Agreement and do
specifically agree as follows:

VZHLEDEM K TOMU, ZE Poskytovatel
posoudil dostatek informaci tykajicich se
protokolu (podle niZze uvedené definice),
aby vyhodnotil svlj zajem uc&astnit se
klinického hodnoceni, a Poskytovatel ma
vybaveni pro provadéni klinického
hodnoceni a preje si klinické hodnoceni
provadét na Klinice détské hematologie
a onkologie podle podminek uvedenych
v této smlouvé,

TIMTO TEDY, s ohledem na
vzajemné dohody a umluvy uvedené v
této smlouvé smluvni strany se
zamérem byt pravné vazany uzaviraji
tuto smlouvu a vyslovné se dohodly
nasledovné:

1. Study Protocol.

A. The Site will conduct the
study entitled “A Pivotal Phase 1/2,
Single-Arm, Open-label Study to
Evaluate the Safety and Efficacy of
Ponatinib With Chemotherapy in
Pediatric Patients With Philadelphia
Chromosome-Positive (Ph+) Acute
Lymphoblastic Leukemia (ALL) Who
Have Relapsed or Are Resistant or
Intolerant to a Prior Tyrosine Kinase
Inhibitor-Containing Therapy, or Who
Have the T315] Mutation” (the “Study”)
at Institution in accordance with the
protocol, incorporated herein by
reference (the “Protocol”). The Protocol
sets forth the clinical research activities
and responsibilities to be undertaken by
the Parties. CRO, at the direction of
Sponsor, shall have the right to amend
and/or supplement the Protocol from
time to time in accordance with any/all
legal regulations on written notice to
Investigator and/or Institution. If any term
of this Agreement regarding the medical
or scientific conduct of the Study conflicts

1. Protokol klinického hodnoceni.

A. Poskytovatel bude
provadét klinické hodnoceni s nazvem

.Pivotni faze 1/2 jednoramenné,
oteviené studie k  posouzeni
bezpecnosti a ucinnosti pripravku

panatinib a chemoterapie u
pediatrickych pacientit s akutni
lymfoblastickou leukemii s pozitivhim
Philadelphia chromozomem (Ph+
ALL) s relapsem nebo rezistenci €i
nesnasenlivosti na predchozi lécbu
inhibitory tyrozinovych kinaz nebo
kteri jsou nositeli mutace T3151“ (dale
jen ,klinické hodnoceni“) u poskytovatele
v souladu s protokolem, ktery je nedilnou
soucCasti této smlouvy (dale jen
.protokol“). Protokol stanovi Cinnosti a
povinnosti  klinického vyzkumu, které
maji byt provadény smluvnimi stranami.
CRO bude mit na pokyn zadavatele
pravo protokol upravovat a/nebo
dopliovat v souladu s pfisluSnymi
pravnimi predpisy na zakladé
pisemného oznameni hlavnimu
zkouSejicimu  a/nebo  poskytovateli.
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with any term of the Protocol, the
Protocol shall control. For all other
matters, this Agreement shall control.

B. Institution understands that
if the Investigator determines in his/her
best medical judgment that a deviation
from the Protocol is necessary to
eliminate an apparent immediate hazard
to the health or safety of any subject
participating in the Study, he or she may
deviate from the Protocol; provided,
however, that the Investigator shall
immediately notify Sponsor in writing of
the facts giving rise to the need for the
deviation and the alternate procedures
followed. Except as provided for in the
previous sentence, Institution
understands that the Investigator shall
not amend or deviate from the Protocol
without the prior written approval of
Sponsor.

Bude-li jakakoli podminka této smlouvy
tykajici se lékarského nebo védeckého
provadéni klinického hodnoceni v
rozporu s nékterou z podminek
protokolu, ma pfednost znéni protokolu.

Pro veSkeré ostatni zalezitosti ma
prednost znéni smlouvy.
B. Poskytovatel souhlasi

s tim, Ze pokud hlavni zkousSejici podle
svého nejlepSiho lékafského usudku
ur€i, Zze je nutna odchylka od protokolu,
aby se zabranilo vzniku zjevného
bezprostfedniho zdravotniho Ci
bezpecCnostniho rizika pro jakykoli
subjekt  uCastnici se  klinického
hodnoceni, muze se odchylit od
protokolu za podminky, Zze hlavni
zkouSejici okamzité upozorni
zadavatele pisemné o skuteCnostech,
které vedly k nutnosti odchyleni se od
protokolu, a jakymi odliSnymi postupy se
fidil. Poskytovatel souhlasi stim, ze
hlavni zkouS$ejici nesmi kromé& vyjimky
uvedené v predchozi vété protokol
pozménovat ani se od né&j odchylovat
bez pfedchoziho pisemného souhlasu
zadavatele.

2, Conduct of Study.

A. The Parties shall, and shall
ensure that their employees and agents
shall, conduct the Study in compliance
with (i) all generally accepted
professional standards, (ii) Good Clinical
Practice Guidelines, (iii) the ICH
Harmonized Tripartite Guideline for
Good Clinical Practice (“ICH Guidelines”)
(iv) any and all federal, national, state,
local or other jurisdictional laws, rules,

regulations, policies, guidelines,
guidances, and governmental
requirements, including without

limitation, the Act on Pharmaceuticals,
the Decree and all conditions imposed by
the respective Ethics Committee (“EC”)

2. Provadeéni klinického
hodnoceni.

A. Smluvni strany budou
klinické hodnoceni provadét v souladu
se (i) vSemi obecné uznavanymi
odbornymi  standardy, (ii) pokyny
spravneé klinické praxe, (iii) pokyny pro
spravnou Kklinickou praxi vydanymi
Mezinarodni konferenci o harmonizaci
(,pokyny ICH*) a (iv) veSkerymi
nadnarodnimi, narodnimi,
vnitrostatnimi, mistnimi a  jinymi
kompetencnimi  zakony, predpisy,
nafizenimi, pokyny, smérnicemi a
pozadavky, a to v€etné zakona o
léCivech, vyhlasky a  podminek

pfislusné etické komise (dale jen ,EK"),
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that may be applicable to the Parties,
Study Personnel (defined below), and/or
the Study (collectively, “Applicable Law”).

B. Institution may use sub-
investigators, other employees of
Institution, and contractors to perform
Study-related services under this
Agreement (together with Investigator,
“Study Personnel”’). Institution shall
ensure that:

I All Study Personnel
perform their Study responsibilities and
fulfill  their obligations under this
Agreement, including adherence to the
Protocol and the Investigator’s
instructions;

ii. All Study Personnel have
the necessary licenses and certifications
as may be required to perform their Study
responsibilities;

iii. Any Study Personnel not
employed by Institution shall comply with
the same terms that bind Investigator
hereunder.

C. Without limitation of the
foregoing, Institution further agrees that,
in the performance of the Study,
Institution and Institution’s employees
and agents shall:

I. provide to each potential
subject verbal and written information
about the risks, benefits, and

které se mohou vztahovat na smluvni
strany, tym klinického hodnoceni (podle
definice nize) a/nebo na Klinické
hodnoceni (dale jen ,pfislusné pravni
predpisy®) a =zajisti, Ze totéz bude
dodrzovano i jejich zaméstnanci a
zastupci.

B. Poskytovatel mlze poveérit
provadénim sluzeb souvisejicich s
klinickym hodnocenim podle této
smlouvy spoluzkouSejici nebo jiné
zaméstnance poskytovatele Ci
subdodavatele (spolu s hlavnim
zkouSejicim dale jen ,tym klinického
hodnoceni®). Poskytovatel zajisti, ze:

i. VSichni  ¢lenové  tymu
klinického hodnoceni budou své
povinnosti a zavazky souvisejici s
klinickym hodnocenim vykonavat v
souladu s touto smlouvou, protokolem a
pokyny hlavniho zkousejiciho,

ii. Vsichni  ¢lenové tymu
klinického hodnoceni maji potfebna
opravnéni a osvédceni, ktera jsou
zapotfebi k plnéni svych povinnosti v
ramci klinického hodnoceni,

iii.  Clenové tymu klinického
hodnoceni, ktefi nejsou zaméstnanci
poskytovatele, budou vazani stejnymi
podminkami jako hlavni zkousSejici
podle této smlouvy.

C. Aniz by bylo dotceno
predchozi ustanoveni, poskytovatel
dale souhlasi s tim, ze pfi provadéni
klinického hodnoceni bude on a jeho
zameéstnanci a zastupci:

i. poskytovat kazdému
potencialnimu  subjektu  uUstné a
pisemné informace o rizicich, pfinosech
a pozadavcich souvisejicich s ucasti v
klinickém hodnoceni a od kazdého
subjektu klinického hodnoceni pfedem
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requirements associated with Study
participation and obtain in advance from
each Study subject a signed and dated
written informed consent form that has
received the favorable opinion of the EC
and prior approval from the Sponsor and
that is consistent with the Protocol and
this Agreement;

. obtain the authorization
(either separately or included in the
informed consent), signed by or on behalf
of Study subject permitting the transfer of
health and other personal information
pursuant to Applicable Law;

iii. require that no subject in
the Study may participate concurrently in
any other clinical study in which a study
drug is given. Should Institution or
Investigator become aware of any such
concurrent study participation, it shall
notify Sponsor promptly;

iv. maintain and  prepare
records relating to the Study and subjects
participating in the Study as specified in
the Protocol;

V. complete all subject case
report forms (“CRFs”) using the form(s)
provided by or on behalf of Sponsor, as
well as complete all other reports
required by the Protocol and Applicable
Law on a timely basis, whether recorded
on paper or in digital format, review the
CRFs to assure their accuracy and
completeness, assist the representatives
and clinical monitors of Sponsor in
promptly resolving any discrepancies or
errors on CRFs, and, provided subject
confidentiality is maintained, assist in
performing audits of original subject
records, laboratory reports, or other raw
data sources for the purpose of verifying
data recorded on the CRFs;

ziskaji podepsany a datem podpisu
opatfeny informovany souhlas, ktery
obdrzel souhlasné stanovisko EK a byl
nejprve schvalen zadavatelem a ktery je
v souladu s protokolem a touto
smlouvou.

ii. ziska svoleni (bud samostatné
nebo jako soucast informovaného
souhlasu) s pfenosem zdravotnich a
jinych osobnich informaci v souladu s

prislusnymi pravnimi predpisy,
podepsané kazdym subjektem
klinického hodnoceni nebo jeho
jménem,

iii. vyZadovat, aby se ZzZadny

subjekt klinického hodnoceni soucasné
neucastnil zadného jiného klinického
hodnoceni, v némz je podavan néjaky
hodnoceny pfipravek. Pokud se
poskytovatel nebo hlavni zkouSejici o
jakeékoli takové soubézné ucasti dozvi,
neprodlené to oznami zadavateli,

iv. uchovavat a pfipravovat
zaznamy souvisejici s  klinickym
hodnocenim a jeho subjekty, jak je
uvedeno v protokolu,

v. v€as vypliovat zaznamy
subjektu hodnoceni (tzv. case report
forms, dale jen ,CRF®) pomoci
formulard poskytnutych zadavatelem
nebo jeho jménem a také dalSi zpravy
vyzadované protokolem nebo
pfislusSnymi  pravnimi  pfedpisy, Vv
papirové Ci digitalni podobé, kontrolovat
CRF, aby zajistil jejich pFfesnost a
uplnost, pomahat zastupcim a
klinickym monitordm zadavatele pfi
okamzitém feseni jakychkoli
nesrovnalosti nebo chyb v CRF a
pomahat pfi provadéni  auditu
originalnich zadznam subjektd,
laboratornich zprav a jinych zdrojovych
dat pro GaCely ovéfeni udajl
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Vi. ensure that all data,
including signatures, supplied to Sponsor
will meet the principles of ALCOA+
(attributable, complete, legible, original,
accurate, contemporaneous, permanent,
readily retrievable), and further certify
that appropriate controls are established
to mitigate the risks related to intentional
or unintentional falsification of data and
signatures as required by Applicable
Law;

Vii. cooperate with Sponsor
and its Designee in all of their efforts to
support and monitor the Study, including
without limitation, allowing Sponsor on-
site access to the facilities where the
Study is being conducted and any and all
records and other documents associated
with the conduct of the Study as
reasonably requested by Sponsor |,
providing all requested documentation in
a timely and organized manner, and
keeping Sponsor fully apprised of the
progress of the Study;

viii. record all adverse events
on the Adverse Events page(s) of the
CRFs and report all adverse events and
serious adverse events in accordance
with Applicable Law and the Protocol and
cooperate with Sponsor in identifying and
resolving  unexpected  occurrences
involving the Study Drug or its use in the
Study;

zaznamenanych v CRF pfi zachovani
daveérnosti udaju,

vi. zajisti, ze veSkeré udaje,
vCetné podpisu, poskytnuté zadavateli
budou odpovidat principm ALCOA+
(tzn. budou pfiraditelné, uplné, Citelné,
pavodni, presné, Casové odpovidajici,
trvalé a okamzité vyhledatelné), a dale
potvrzuje, Ze ma zavedené odpovidajici
kontrolni mechanismy, které snizuji
riziko spojené s umyslnym i
neumysinym falSovanim ddaju i
podpisu, podle pozadavku pfislusnych
pravnich predpisu.

Vii. spolupracovat se
zadavatelem a jim povéfenymi osobami
pfi jejich veSkerém usili podporovat a
monitorovat klinické hodnoceni, a to
zejména tak, Ze =zadavateli umozni
pfistup do zafizeni poskytovatele pfimo
v misté, kde je klinické hodnoceni
provadéno, a ke vSem zaznamim a
dalS§im dokumentim souvisejicim s
provadénim klinického hodnoceni, které
bude zadavatel v rozumné mife
pozadovat, a poskytne mu vesSkerou
pozadovanou dokumentaci vCas a
organizovanym zplUsobem a bude ho
prubézné piné informovat o tom, jak
klinické hodnoceni postupuije.

viii. zaznamenavat veSkeré
nezadouci pfihody na odpovidajici
stranu/strany formulafe CRF a hlasit
veskeré nezadouci pfihody a zavazné
nezadouci pfihody v souladu s
pfislusSnymi  pravnimi  pfedpisy a
protokolem a  spolupracovat se
zadavatelem pfi zjiStovani a feSeni
neCekanych udalosti souvisejicich s
hodnocenym léCivem nebo jeho
pouzitim v klinickém hodnoceni,
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iX. retain all records relating to
the Study, in adequate conditions
preventing their damage or destruction,
for a period of fifteen (15) years from the
end of the Study (hereinafter referred to
as the "archiving period").Upon expiry of
the archiving period, the Site shall send
the Study records to Sponsor for
continued archiving (as appropriate) at
third party archiving facility at the
Sponsor’s expenses.

X. cooperate with and support
the Sponsor with regard to the relevant
applications or communications with the
relevant EC;

Xi. obtain the prior written
approval of CRO and Sponsor and the
favorable opinion of the EC of the content
of any communication soliciting subjects
for the Study (including any changes),
which must comply with Applicable Law,
and of any further documents related to
the Study and required by the Applicable
Law and/or requested by the EC; and

Xii. conduct the Study solely at
Institution’s facilities; the location for the
conduct of the Study may not be changed
without Sponsor ’s prior written consent.

D. The Institution  further
represents and warrants to Sponsor that:

I neither the Institution, nor
any of the Institution’s employees or
agents performing the Study, (1) are
under any contractual or other

ix. . uchovavat vSechny zaznamy

tykajici se Studie v pfiméfenych
podminkach zabranujicich jejich
poSkozeni nebo zniCeni po dobu

patnacti (15) let od ukoncCeni Studie
(dale jen ,doba archivace®). Po uplynuti
doby archivace zaSle centrum studijni
zadznamy sponzorovi k dalSi archivaci
(podle potieby) v archivacnim zafizeni
tfeti strany na naklady sponzora.

X. spolupracovat se zadavatelem
a poskytovat mu podporu pfi podavani
vSech odpovidajicich zadosti nebo pfi
komunikaci s pfisluSnou EK,

Xi. ziskd predchozi pisemny
souhlas CRO nebo zadavatele a
souhlasné stanovisko EK s obsahem
jakéhokoli  sdéleni pro ziskavani
subjektd do klinického hodnoceni
(vCetné vesSkerych zmén), které musi
byt v souladu s pfisluSnymi pravnimi
pfedpisy, a s jakymikoli dalSimi
dokumenty souvisejicimi s klinickym
hodnocenim a vyzadovanymi platnymi
pravnimi  pfedpisy a/nebo etickou
komisi a

xii. provadét klinické hodnoceni
vyhradné v prostorach poskytovatele,

pficemz misto provadéni klinického
hodnoceni nelze zménit bez
pfedchoziho  pisemného  souhlasu
zadavatele.

D. Poskytovatel dale

prohladuje a zadavateli zarucuje, ze:

I. poskytovatel ani jeho
zaméstnanci nebo zastupci provadéjici
klinické hodnoceni (1) nejsou vazani
Zadnymi smluvnimi nebo jinymi zavazky
¢i omezenimi, které jsou v rozporu se
zavazky hlavniho zkousSejiciho podle
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obligations or restrictions that are
inconsistent  with  the Institution’s
obligations under this Agreement, or (2)
have a financial or other interest in
Sponsor or the outcome of the Study that
might interfere with their independent
judgment, or (3) are under investigation
by any regulatory authority, for
debarment or any action in relation to
clinical research, or (4) are presently
debarred, disqualified, or deemed
ineligible to conduct clinical research or
to receive investigational drugs or
devices as a clinical investigator under
any Applicable Law. The Institution will
notify Sponsor immediately (a) if
Institution, the Investigator, or any of its
employees or agents become debarred,
disqualified, or deemed ineligible by any
court or regulatory agency, or (b) upon
any inquiry concerning or the
commencement of any debarment or
disqualification proceeding regarding any
such person, the Investigator, or
Institution, together with any other
information known to the Site that is
relevant to such proceedings or actions;

The Institution shall properly supervise
all persons performing the Study under
its direction and shall ensure that such
persons comply with the terms of this
Agreement.

E. In conducting the Study for
Sponsor, the Institution and the
Institution’s employees, agents, and
contractors (i) shall not offer to make,
make, promise, authorize or accept any
payment or give anything of value,
including without limitation bribes, either
directly or indirectly to any public official,

této smlouvy, ani (2) nemaji financni
nebo jiné zajmy u zadavatele nebo na
vysledku klinického hodnoceni, které by
mohly naruSovat jejich nezavisly
usudek, ani (3) nejsou pfedmétem
vySetfovani ze strany kontrolniho uradu,
které muze mit za nasledek jejich
vylou€eni z vykonu zdravotnické
¢innosti nebo jiné omezeni ve vztahu ke
klinickému vyzkumu, ani (4) nedoS$lo v
souladu s pfislusnymi pravnimi pfedpisy
k zakazu cinnosti, odebrani opravnéni,
ani nebyli jinym zplsobem prohlaseni
za nezpusobilé provadét Kklinicky
vyzkum nebo pfijimat hodnocené IéCivo
nebo zdravotnické prostfedky z pozice
zkouSejiciho v  klinickém vyzkumu.
Poskytovatel okamzité upozorni
zadavatele, (a) pokud soud nebo
kontrolni ufad Poskytovatele, hlavniho
zkouSejiciho nebo nékterého z jejich
zameéstnancl ¢&i zastupcl vyloudi z
vykonu zdravotnické Cinnosti, odebere
jim opravnéni nebo je jinym zplsobem
prohlasi za nezpulsobilé provadét
klinicky vyzkum nebo (b) poté, co dojde
k jakémukoli vySetfovani nebo je
zahajeno takové vySetfovani, které
muze mit vySe uvedené za nasledek,
pficemz poskytne zadavateli vSechny
dalsi informace, ktere jsou
Poskytovateli znamy a které s takovym
fizenim Ci jednanim souvisi.

Poskytovatel bude nalezité dohlizet na
vSechny osoby provadéjici klinické
hodnoceni pod jeho vedenim a zajisti,

ze tyto osoby budou dodrzovat
podminky této smlouvy.
E. Poskytovatel ajeho

zameéstnanci, zastupci a subdodavatelé

pfi provadéni klinického hodnoceni
zadavatele (i) pfimo ani nepfimo
nenabidnou, nepfislibi ani neschvali

jakoukoli platbu ani jakykoli hodnotny
dar, véetné Uplatkl, statnim arednikdm,
kontrolnimu ufadu ani komukoli jinému
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regulatory authority or anyone else for
the purpose of influencing, inducing or
rewarding any act, omission or decision
in order to secure an improper
advantage, or obtain or retain business;
and (ii) shall comply with all applicable
anti-corruption and anti-bribery laws and

s cilem ovlivnit, motivovat ¢i odménit
jejich jednani, rozhodnuti ¢i opomenuti
za uCelem dosazeni nepatficné vyhody,
ziskani nebo udrZeni zakazky a
takovéto platby €i dary od uvedenych
subjektd ani nepfijmou a (ii) budou
dodrzovat veskeré platné protikorupcni

regulations. Institution shall notify | a protiuplatkarské zakony a pfedpisy.

Sponsor immediately upon becoming | Poskytovatel o jakémkoli  poruSeni

aware of any breach of Institution’s | povinnosti definovanych v tomto ¢lanku,

obligations under this Section. onémz se dozvi, bezodkladné
informuje zadavatele.

3. Investigator; Replacement. 3. Hlavni zkousSejici a jeho
nahrada.

A. Institution understands that
Investigator shall provide Sponsor with a A. Poskytovatel souhlasi, aby

copy of the current

curriculum vitae.

Investigator’s

B. Institution understands that
Investigator shall provide Sponsor with
sufficient accurate financial disclosure
information to permit Sponsor to submit a
complete and accurate certification or
disclosure statement as required by
Applicable Law, and will promptly update
the information if any relevant changes
occur during the course of the Study and
for one (1) year following completion or
termination of the Study. Institution
understands that Investigator consents
to the disclosure by Sponsor of such
financial information to the U.S. Food and
Drug Administration (‘FDA”) and, if
required, other regulatory authorities.
Institution understands that Investigator
shall cooperate with Sponsor to provide
any additional information required by
the FDA and/or such other regulatory
authorities in connection with the Study.

hlavni zkousSejici poskytl zadavateli kopii
sveho aktualniho Zivotopisu.

B. Poskytovatel souhlasi, Ze
hlavni zkousSejici poskytne zadavateli
dostatecné presné finan¢ni informace,
aby umoznil zadavateli predlozit uplny a
prfesny formulaf finanéniho prohlaseni
nebo prohldaSeni o  majetkovych
pomérech, jak je pozadovano
pfislusnymi pravnimi pfedpisy, a bude

informace neprodlené aktualizovat,
pokud néjaké relevantni zmény
nastanou v  pribéhu  klinického

hodnoceni a po dobu jednoho (1) roku
po jeho dokonCeni nebo pfedCasném
ukonceni. Poskytovatel souhlasi s tim,
Ze zadavatel muze tyto finanéni
informace  poskytnout  americkému
Ufadu pro kontrolu potravin a lé&iv (Food
and Drug Administration, dale jen ,FDA)
nebo jinym kontrolnim Ufadim, které to
vyzaduji. Poskytovatel souhlasi, ze
hlavni zkouSejici bude spolupracovat se
zadavatelem pfi poskytovani dalSich
informaci pozadovanych ze strany FDA
nebo jiného kontrolniho ufadu v
souvislosti s klinickym hodnocenim.
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C. If the Investigator becomes
either unwilling or unable to perform the
duties required by this Agreement,
Institution shall promptly notify Sponsor ,
and shall cooperate to find a replacement
investigator acceptable to Sponsor (a
“‘Replacement Investigator”); provided,
however, that the Site shall continue to
be responsible for fulfilling the obligations
of this Agreement until a Replacement
Investigator is appointed. If an
acceptable Replacement Investigator is
not found within thirty (30) days (or such
longer period as mutually agreed upon by
the Parties), CRO may terminate this
Agreement in accordance with the terms
herein. If a Replacement Investigator is
designated, such Replacement
Investigator shall be bound by all terms
of this Agreement that are applicable to
the Investigator, and the Parties shall
amend this Agreement accordingly.

D. Institution shall ensure that
if Sponsor or CRO requests, Investigator
shall attend and participate in an

investigator's meeting or other initiation
meeting. Sponsor will reimburse
Investigator for  reasonable and

necessary travel and lodging expenses
incurred to attend such meeting(s). The
receipts for such meeting(s) must be
submitted to Sponsor or Sponsor’'s
Designee within sixty (60) days of the
date of the meeting. From time to time
Sponsor may take photographs or create
audio and/or, video recordings in
connection with investigator meetings.
Institution shall ensure that Investigator
gives Sponsor (or anyone acting with
Sponsors authority) permission to make,
take or create photographs, video and/or
audio recordings and transcriptions in
connection with such meetings or Study
related activities and to use, store, copy,

C. V pfipadé, Ze hlavni
zkouSejici nebude ochoten nebo
schopen pokraCovat v plnéni svych
povinnosti pozadovanych touto

smlouvou, upozorni o tom poskytovatel
neprodlené zadavatele a bude s nim
spolupracovat pfi hledani vhodného
nahradniho zkousejiciho, ktery by byl
pro zadavatele pfijatelny (dale jen
,nahradni zkousejici“), pfiCemz bude
Poskytovatel nadale odpovidat za plnéni
svych zavazkd vyplyvajicich z této
smlouvy, dokud nebude jmenovan
nahradni zkousSejici. Pokud pfijatelny
nahradni zkous$ejici nebude nalezen do
tficeti (30) dnu (nebo v prabéhu delSiho
obdobi  vzajemné odsouhlaseného
smluvnimi stranami), mize CRO tuto
smlouvu vypovédét v souladu s
podminkami zde uvedenymi. Pokud
bude nahradni zkouS$ejici jmenovan,
bude vazan stejnymi podminkami této
smlouvy jako hlavni zkous$ejici a smluvni
strany musi tuto smlouvu odpovidajicim
zpUsobem upravit.

D. Poskytovatel souhlasi, ze
pokud si to zadavatel nebo CRO vyzada,
zkouSejici se zucastni a bude podilet na
setkani  zkouSejicich nebo  jiném
uvodnim setkani. Zadavatel hlavnimu
zkousSejicimu uhradi primérené
nezbytné vydaje na cestu a ubytovani,
které mu ucasti na takovém setkani
vzniknou. Stvrzenky dokladajici naklady
spojené s témito setkanimi musi byt
pfedloZzeny zadavateli nebo jim
povéfené osobé ve Ihuté Sedesati (60)
dnld ode dne setkani. Zadavatel muze
prilezitostné pofidit fotografie nebo
audio €i video zaznam takoveého setkani
zkouSejicich.  Poskytovatel souhlasi
stim, Ze ZkouSejici timto zadavateli
(nebo jiné zadavatelem povérfené
osobé) udéluje svoleni s pofizovanim
fotografii a video ¢i audio zaznamu a
prepisu v souvislosti s témito setkanimi
nebo Cinnostmi souvisejicimi s klinickym
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display, reproduce transmit and publish
such records.

hodnocenim a tyto zaznamy pouzivat,
uchovavat, kopirovat, ukazovat,
reprodukovat, prenaset a publikovat.

4, Term; Study Initiation;

Completion/Termination

A. This  Agreement  shall
commence as of the date of the signature
of the last contracting party and shall
continue until completion of all
obligations herein, including without
limitation receipt by Sponsor of all Study
data and resolution of all corresponding
queries in a form acceptable to Sponsor
(“Completion”), unless otherwise

terminated in accordance with this
Agreement.
B. If the favorable opinion of

the EC is not obtained, this Agreement
shall be null and void.

C. The Institution shall ensure
that no subject may be enrolled in the
Study without the Investigator first
obtaining an approved informed consent
signed by or on behalf of each subject
and an approved subject authorization.
The Site shall not request an informed
consent from any subject or allow any
subject to participate in the Study prior to
the initiation of the Study in accordance
with the Protocol and the terms of this
Agreement. It is planned to include
maximum of [J] subjects in the study.
Study subject recruitment is scheduled to

start in || the entire Study is

scheduled to be completed by

4, Doba trvani, zahajeni
klinického hodnoceni a
ukonéenilvypovézeni smlouvy

A. Tato smlouva nabyva platnosti
dnem podpisu posledni smluvni strany a
zUstava v platnosti do okamziku
ukonéeni vSech zavazki z ni
vyplyvajicich, mimo jiné pfijetim vSech
udajua z klinického hodnoceni ze strany
zadavatele a  vyfeSenim  vSech
souvisejicich dotazd pro zadavatele
prijatelnym  zplsobem (dale jen
Lukonceni®), pokud nedojde k
pfedCasnému ukonéeni v souladu s
touto smlouvou.

B. Pokud EK souhlasné
stanovisko nevyda, bude tato smlouva
od samého pocatku neplatna.

C. Poskytovtel souhlasi s tim,ze
do klinického hodnoceni nelze zafazovat
subjekty, od kterych hlavni zkousejici
nejprve neziskal schvaleny informovany
souhlas podepsany subjektem nebo
jeho jménem a schvalené opravnéni
udélené subjektem. Poskytovatel
nebude od subjektu podpis
informovaného souhlasu vyZzadovat a
neumozni  subjektu  ucCastnit se
klinického hodnoceni pfed zahajenim
klinického hodnoceni v souladu s
protokolem a podminkami této smlouvy.

Do studie je planovano zafadit
maximalng ] subjektd hodnoceni.
Zarazovani subjektd hodnoceni do
klinického hodnoceni je planovano na

predpokladany Cas
ukonCeni  klinického hodnoceni je
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D. The Site acknowledges
that Sponsor and CRO reserve the right
to limit entry or enroliment of subjects at
any time.

D. Poskytovatel bere na védomi,
Ze si zadavatel a CRO vyhrazuji pravo
vstup nebo zafazeni subjektd do
klinického hodnoceni kdykoli omezit.

5. Payment Terms and Budget.

A. In consideration for
performance of the Study, Sponsor will
compensate Institution in accordance
with the payment terms and budget set
forth in Schedule A attached hereto and
made a part hereof (the “Budget”). The
estimated value of financial payment
under this Agreement shall be
approximately CZK . No other
benefits or compensation, beyond those
expressly included in the Budget, or as
otherwise approved by Sponsor in
advance in writing, will be provided by
Sponsor to Institution. Absent a good
faith dispute, payments shall be made by
Sponsor or CRO in accordance with the
Budget following receipt of a detailed
invoice from Institution, which invoice
shall be consistent with the provisions set
forth in the Budget. All invoices will be
itemized as set forth in the Budget.

Any expenses, including travel
expenses, for which reimbursement is
sought, shall be paid only if (i) the request
for reimbursement for such expenses is
accompanied by original receipts and (ii)
Sponsor has expressly agreed to
reimburse such expenses in writing or in
the Budget. The last payment due will be
made by Sponsor or CRO after the Site
completes all of its obligations
hereunder, and Sponsor or CRO has
received all completed CRFs, all
deliverables defined in the Protocol, and
all other data and rights to which Sponsor

5. Platebni podminky a rozpocet.

A. V souvislosti s provadénim
klinického hodnoceni zadavatel
Poskytovateli vyplati odménu v souladu
s platebnimi podminkami a rozpoctem
uvedenymi v Pfiloze A této smlouvy,
ktera je jeji nedilnou soucasti (dale jen
.fozpocet’). Predpokladana hodnota
finan¢niho pInéni dle podminek této
smlouvy &ini priblizné | EEEGEzGzGN- K¢
Zadavatel neposkytne poskytovateli
zadné jiné nahrady ¢i odmény kromé
téch vyslovné uvedenych v rozpoctu Ci
jinak pfedem pisemné schvalenych
zadavatelem. Pokud nedojde ke
vzneseni namitky v dobré vife, budou
platby provadény =zadavatelem nebo
CRO v souladu s rozpoc¢tem na zakladé
prijaté podrobné faktury od
poskytovatele, pficemz faktura musi byt
v souladu s ustanovenimi uvedenymi v
rozpoCtu. VS8echny faktury budou
rozepsany na jednotlivé polozky tak, jak
je uvedeno v rozpoctu.

Jakeékoli naklady, vCetné
cestovnich nakladi, za néz je
pozadovana nahrada, budou uhrazeny,
pouze pokud (i) budou k Zzadosti o
proplaceni pfilozeny originaly uctenek a
(i) zadavatel v rozpocCtu nebo pisemné

vyslovné odsouhlasil proplaceni
takovych nakladu.
Posledni dluzna platba bude

zadavatelem nebo CRO vyplacena poté,
co Poskytovatel dokonCi vSechny své
povinnosti vyplyvajici z této smlouvy a
zadavatel nebo CRO obdrzi vSechny
vyplnéné formulafe CRF, vSechny
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or CRO is entitled under this Agreement.
The terms of the Budget may be modified
only upon the prior written consent of the
Parties.

B. The Parties acknowledge
and agree that the amounts payable by
Sponsor under this Agreement represent
the fair market value of the covered costs
associated with the Study and no part of
any consideration paid hereunder is a
prohibited payment for the
recommending or arranging for the
referral of business or the ordering of
items or services; nor are the payments
intended to induce illegal referrals of
business.

C. For all services required
under the Protocol for which Sponsor has
agreed to provide compensation,
Sponsor, through CRO, will be the sole
source of compensation. With the
exception of third party payors (e.g.
insurers), no part of the Study shall be
conducted with funding from any third
parties, including without limitation, any
government or government agency
funding, without the prior written consent

of Sponsor.  Neither Institution nor
Investigator will seek reimbursement
from any government healthcare

program or third party payor for amounts
paid by or on behalf of Sponsor, or for
any materials that were provided by or on
behalf of Sponsor at no cost to Institution
or Investigator (such as the Study

Drug(s)).

dokumenty k doruCeni stanovené
protokolem a vesSkeré dalSi udaje a
v8echna dalSi prava, které zadavateli
nebo CRO podle této smlouvy nalezi.
Podminky rozpoc¢tu mohou byt upraveny
pouze na zakladé pfedchoziho
pisemného souhlasu obou smluvnich
stran.

B. Smluvni strany berou na
védomi a souhlasi s tim, ze vSechny
Castky splatné zadavatelem podle této
smlouvy pfedstavuji spravedlivou trzni
hodnotu hrazenych nakladu
souvisejicich s klinickym hodnocenim a
Ze zadna soucast protiplnéni hrazeného
podle této smlouvy neni zakazanou
platbou za  doporucovani  nebo
zajistovani doporuceni obchodni
¢innosti, objednani polozky nebo sluzby
a zaroven platby nemaji zamér navodit

protipravni  doporuCovani  obchodni
cinnosti.
C Pro veskeré sluzby

pozadované protokolem, u kterych
zadavatel souhlasil s tim, Ze za né bude
poskytovat odménu, bude vyhradnim
zdrojem odmeény zadavatel
prostfednictvim CRO. S vyjimkou tfetich
platcu (napf. pojistitell) nebude Zadna
¢ast klinického hodnoceni provadéna s
vyuzitim zdroju tfetich stran, a to véetné
jakéhokoliv financovani statem nebo
stathnim ufadem, bez pFedchoziho
pisemného souhlasu zadavatele. Ani
poskytovatel, ani hlavni zkouSejici
nebudou usilovat o proplaceni Castek
hrazenych zadavatelem ¢i jeho jménem
ani Castek za jakékoliv materialy
poskytnuté zadavatelem €i jeho jménem
poskytovateli nebo zkousSejicimu
bezplatné (napfiklad hodnocené lécivo)
z zadného vladniho programu zdravotni
péce ani od Zadného tfetiho platce.

D. Poskytovatel je srozumén s
tim, Ze zadavatel nebo CRO poskytnou
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D. The Site understands that
Sponsor or CRO will disclose to relevant
governmental authorities the payments
made by or on behalf of Sponsor to the
Site under this Agreement, as well as the
purpose and nature of such payments, to

the extent that Sponsor deems
necessary under Applicable Law.
E. Institution  acknowledges

that the CRO has executed separate
agreement(s) with the Investigator and/or
any other members of the Study team
regarding this Study, on the basis of
which the Investigator and/or members
of the Study team are remunerated for
conducting this Study.

pFisluSnym statnim ufadim informace o
platbach Poskytovateli provedenych
zadavatelem nebo jeho jménem podle
této smlouvy, v€etné ucelu a povahy
téchto plateb, v rozsahu, ktery je dle

zadavatele nezbytny pro dodrzeni
prislusnym pravnich pfedpisa.

E. Zdravotnické zafizeni bere na

védomi, Ze CRO uzavfela

samostatnou smlouvu s hlavnim
zkouSejicim a/nebo jinymi Cleny
studijniho tymu tykajici se této
studie, na zakladé které je hlavni
zkousSejici a/nebo Clenové
studijniho tymu odmérnovani za
provadéni této studie.

6. Confidentiality.

A. All information (including
without limitation, verbal, written, and
electronically stored or transmitted
information), materials, and documents
provided to the Site by or on behalf of
Sponsor in connection with the Study,
including without limitation preclinical
data and CRFs, and Study Results shall
be considered “Confidential Information.”
Confidential Information also includes
without limitation, the Protocol, the
Investigators’ Drug Brochure, Study
correspondence, and Study Results;
provided, however, that the Site may use
and/or publish Study Results in
accordance with the terms of this
Agreement. The Site hereby agrees that
it: (i) shall maintain in strict confidence all
of the Confidential Information, (ii) shall
not disclose or disseminate Confidential
Information to any third party, (iii) shall

6. Duavérné informace.

A. Veskereé informace (v€etné
ustné, pisemné &  elektronicky
predavanych nebo elektronicky
uchovavanych informaci), materialy a
dokumenty poskytnuté Poskytovateli v
souvislosti s klinickym hodnocenim
zadavatelem nebo jeho jménem, a to
v€etné preklinickych Gdajl, formulari
CRF a vysledkl klinického hodnoceni,
budou povazovany za ,davérné
informace®. Mezi duvérné informaci patfi
mimo jiné také protokol, soubor
informaci  zkousSejiciho o [éCivu Ci
korespondence souvisejici s klinickym
hodnocenim, pficemz Poskytovatel smi
uzivat/publikovat vysledky klinického
hodnoceni v souladu s podminkami této
smlouvy. Poskytovatel souhlasi s tim,
Zze: (i) bude wuchovavat v pfisné
davérnosti veskeré divérné informace,
(i) nebude zverejhovat a Sifit davérné
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not use the Confidential Information for
any purpose other than the performance
of the Study, and (iv) shall safeguard the
Confidential Information using the same
degree of care, but no less than a
reasonable degree of care, as the Site
uses to protect its own confidential
information. Such  Confidential
Information shall remain the exclusive
confidential and proprietary property of
Sponsor and shall be disclosed only on a
need-to-know basis and only to the Site
and the Site’'s employees and agents.
The Site agrees to ensure that each of
the Site’'s employees and agents
rendering services hereunder treat the
Confidential Information as confidential
consistent with the terms hereof.

B. The foregoing obligations
shall not apply to Confidential
Information that:

i. is or becomes publicly
available through no fault of the Site;

i. is lawfully disclosed to the
Site by a third party entitled to disclose
such information without any obligation
of confidence;

ii. is already known to the Site
prior to disclosure hereunder, as shown
by the Site’s prior written records; or

iv. was developed by the Site
without the use of any Confidential
Information, as evidenced by the Site’s
prior written records.

informace tfeti strané, (iii) nebude
divérné informace pouzivat pro zadné
jiné ucely nez provadéni klinického
hodnoceni a (iv) bude davérné
informace ochrafiovat stejnou urovni
zabezpeceni, jakou pouziva k ochrané
svych vlastnich davérnych informaci,
pficemz tato mira zabezpeceni nebude
nizSi nez minimalni pfiméfeny stupen
ochrany. Tyto duavérné informace
zUustanou vyhradnim ddvérnym a
vyluénym vlastnictvim zadavatele a
budou poskytnuty pouze Poskytovateli a
jeho zaméstnancum a zastupciim pouze
v takovém rozsahu, v jakém je nezbytné
potfebuji znat. Poskytovatel se zavazuje
zajistit, ze vsSichni jeho zaméstnanci a
zastupci poskytujici sluzby podle této
smlouvy budou ] davérnymi
informacemi zachazet jako s divérnymi
informacemi v souladu s podminkami
této smlouvy.

B. Pfedchozi zavazky
netykaji davérnych informaci, které:

se

i. jsou nebo se stanou vefejné
dostupné bez zavinéni Poskytovatele,

ii. jsou Poskytovateli v souladu se
zakonem poskytnuty tfeti stranou, ktera
je opravnéna tyto informace poskytovat,

aniz by byla vazana zavazkem
micenlivosti,

iii. byly Poskytovateli znamy jiz
pfed jejich poskytnutim podle této

smlouvy, coz lze dolozit pfedchozimi
pisemnymi zaznamy Poskytovatele,
nebo

iv. byly Poskytovatelem vyvinuty
bez pouziti davérnych informaci, coz Ize
dolozit pfedchozimi pisemnymi zaznamy
Poskytovatele.
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C. In the event that
Confidential Information is required to be
disclosed by law or regulation, the Site
shall (i) timely notify Sponsor and provide
Sponsor an opportunity to object to such
disclosure, prior to making any such
disclosure, and (ii) use all reasonable
efforts to limit the disclosure and maintain
the confidentiality of such Confidential
Information to the extent reasonably
possible.

D. Upon demand by Sponsor,
the Site shall return all Confidential
Information, including all copies thereof,
to Sponsor; provided, however, that one
(1) copy of such Confidential Information
may be retained by Institution in its

C. V pfipadé, ze je poskytnuti
davérnych informaci pozadovano
zakonem nebo jinymi pravnimi pfedpisy,
Poskytovatel (i) pfed jakymkoli takovym
poskytnutim v€as upozorni zadavatele a
poskytne mu prilezitost vznést proti
poskytnuti namitku a (i) vynalozi
vesSkeré pfiméfené Usili, aby divérné
informace byly poskytnuty jen v
omezené mife a jejich duvérnost byla
zachovana v rozsahu, v jakém je to
priméfenym zpusobem mozné.

D. Na Zadost zadavatele
Poskytovatel vSechny divérné
informace, vCetné vSech jejich kopii,
navrati zadavateli, pricemz Si
poskytovatel mezi svymi duavérnymi

confidential  files for  compliance | zaznamy smi uchovat jednu (1) kopii

purposes only. davérnych informaci, ovdem pouze pro
ucely souladu s pfislusnymi pfedpisy.

7. Personal Data Protection. 7. Ochrana osobnich  udaja.

During the Study and after its end, the
Parties are obliged to observe in
accordance with the relevant legal
regulations on the protection of personal
data during their processing and transfer
to another country, especially in
accordance with Articles 26, 27a and 46
and 49 of the European Parliament and
of the Council (EU) 2016/679 on the
protection of individuals with regard to
the processing of personal data and on
the free movement of such data and Act
No. 110/2019 Coll., on the processing of
personal data and related legislation.
Both the Sponsor and the CRO are
obliged to ensure an adequate level of
personal data protection as in the Czech
Republic / EU. Therefore, the Parties
agree to ensure the transfer of personal
data to the Sponsor, located in United
States of America, that prove necessary
to fulfill the stated purpose of this
Agreement  through a  standard

Smluvni strany jsou povinny v prabéhu
klinického hodnoceni i po jeho ukonceni
dbat podle pfisluSnych  pravnich
predpist o ochranu osobnich udaju pfi
jejich zpracovani i pfedani do jiné zemé,
a to zejm. v souladu s ¢l. 26, 27a dale ¢l.
46 a 49 Nafizeni Evropského
parlamentu a Rady (EU) 2016/679 o
ochrané fyzickych osob v souvislosti se
zpracovanim osobnich udaju a o volném
pohybu téchto uUdaju a zakonem ¢&.
110/2019 Sb., o zpracovani osobnich
udajl a souvisejicimi pravnimi predpisy
. Zadavatel i CRO je povinen zajistit
odpovidajici uroven ochrany osobnich
udajti jako v Ceské republice/EU. Proto
se smluvni strany shodné dohodly, ze
zajiSténi  predani osobnich  udajl
zadavateli se sidlem ve Spojenych
statech americkych, které se ukaze byt

nezbytné nutnym k naplnéni
stanoveného ucCelu této smlouvy,
provedou prostfednictvim standardni

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst v.13May2020

Ponatinib-1501
-\ Motol

Page 17 of 67




contractual clause that forms Schedule D
to this Agreement.

smluvni dolozky, ktera tvofi pfilohu D
této smlouvy.

8. Use of Study Results. Subject
to Applicable Law, Sponsor shall have
the unrestricted right to use and publish,
any data and information from the Study
without the consent of Investigator or
Institution, provided that Sponsor
maintains subject confidentiality. The
Site will not use data generated during
the Study or results of the Study for any
purpose other than care of a subject, for
internal research purposes, or for
publication subject to Article 9, below.
For the avoidance of doubt, internal
research purposes means internal, non-
commercial research activities that are
not funded by a third party (other than a
government agency). The Site shall
obtain all legally required authorizations
or other documentation from Study
subjects to allow for disclosures of Study

8. Pouziti vysledku klinického
hodnoceni. V souladu s pfislusnymi
predpisy bude mit zadavatel neomezené
pravo pouzivat a publikovat vesSkeré

udaje a informace z klinického
hodnoceni bez souhlasu hlavniho
zkouSejiciho a  poskytovatele za
podminky, Ze zachova duvérnost
informaci subjektl klinického
hodnoceni. Poskytovatel nebude
pouzivat udaje vytvofené béhem
klinického hodnoceni ani vysledky

klinického hodnoceni za jinym ucelem
néz pfi péci o subjekt, pro ucely interniho
vyzkumu a publikovani v souladu s ¢l. 9
nize. Pro vylou€eni vS8ech pochybnosti
se uvadi, ze ucely interniho vyzkumu se
rozumi interni, nekomeréni vyzkumné
¢innosti, které nejsou financovany treti
stranou (s vyjimkou statnich ufad().

subjects’ data to Sponsor and its | Poskytovatel od subjektd klinického
Designee in accordance with this | hodnoceni ziska veSkera zakonem
Agreement. poZzadovana opravnéni a  dalsi
dokumenty, které umoziuji poskytnout
udaje subjektld klinického hodnoceni
zadavateli a jeho povéfené osobé v

souladu s touto smlouvou.
9. Ownership of Data; Publication. | 9. Vlastnictvi udaja, publikovani.
A. All data, information, and A. Veskeré udaje, informace a

results generated during the course of
conducting the Study, including without
limitation, the completed CRFs and any
reports prepared by the Site (collectively
the “Study Results”) shall be the sole
property of Sponsor. The Site shall have
the right to publish or otherwise publicly
disclose the Study Results for its own
internal, bona-fide, academic, non-
commercial purposes, in accordance
with the terms of this article. The medical
records or other Source Documents, as

vysledky vytvofené v prabé&hu provadéni
klinického hodnoceni v€etné vyplnénych
formulaifd CRF a vSech dalSich zprav
vypracovanych Poskytovatel (spolecné
dale jen ,vysledky klinického
hodnoceni®) zustanou vyhradnim
majetkem zadavatele. Poskytovatel
bude mit pravo publikovat nebo jinak
zvefejnovat vysledky klinického
hodnoceni pro své vlastni interni,
dobrym umyslem vedené akademicke
nekomeréni uCely v souladu s
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defined by ICH Guidelines, that support
the Study Results shall remain the
property of Institution.

B. If the Study is being
conducted as part of a multi-center
clinical trial, the first publication of the
results of the Study shall be in the form
of a multi-center publication authored by
investigators in this Study. However, if a
multi-center publication is not submitted
within eighteen (18) months following
Completion or termination of the Study at
all sites, the Site may publish Institution’s
Study Results in accordance with this
article.

I The Site will provide Sponsor with
a copy of any proposed publication or
presentation for review and comment at
least forty-five (45) days prior to such
presentation or  submission for
publication. At the expiration of such
forty-five (45) day period, the Site may
proceed with the presentation or
submission for publication unless
Sponsor has notified Investigator or
Institution in writing that such proposed
publication and/or presentation discloses
Confidential Information. Following such
notification, the Site hereby agrees to
make any changes or deletions prior to
publication necessary to prevent
disclosure of Confidential Information
(excluding Study Results). Further, upon
the request of Sponsor, the Site will delay
publication or presentation for an
additional ninety (90) days to permit
Sponsor to take necessary actions to
protect its intellectual property interests.

podminkami tohoto c¢lanku. Zdravotni
zaznamy a dalSi zdrojové dokumenty ve
smyslu platnych pokyna ICH, které
slouzi na podporu vysledkl klinického
hodnoceni, zustanou majetkem
poskytovatele.

B. Pokud je klinické hodnoceni
provadéno jako soucast
multicentrického klinického hodnoceni,
budou vysledky klinického hodnoceni
nejprve zvefejnény formou
multicentrické publikace, jejimiz autory
budou zkousejici I€ékafi tohoto klinického
hodnoceni. Pokud ovSem nebude
multicentricka publikace pfedloZena do
osmnacti (18) mésict od ukonceni nebo
predC¢asného ukonéeni klinického
hodnoceni ve vSech centrech,
Poskytovatel bude moci publikovat
vysledky klinického hodnoceni od
poskytovatele v souladu s timto
Clankem.

i. Poskytovatel =zadavateli predlozi
k posouzeni a pfipominkovani kopii
vSech materiald  navrhovanych k
publikaci nebo prezentaci nejméné
Ctyficet pét (45) dnu pFed takovou
prezentaci nebo predanim k publikovani.
Jestlize zadavatel poskytovateli a/nebo
hlavnimu zkouSejicimu pisemné
neoznami, ze by touto navrhovanou
publikaci a/nebo prezentaci doSlo ke
sdéleni davérnych informaci, muze
Poskytovatel po uplynuti této [hity
Ctyficeti péti (45) dna pfistoupit
k prezentaci nebo odevzdani téchto
materiald k publikovani. V pfipadé
takového oznameni Poskytovatel
souhlasi s tim, ze pfed publikovanim
ucini nezbytné zmény Ci vymazy, aby se

zabranilo zverejnéni davérnych
informaci (s  vyjimkou  vysledku
klinického hodnoceni). Poskytovatel

dale souhlasi s tim, Ze na Zzadost
zadavatele publikaci €i prezentaci odlozi
o dalSich devadesat (90) dnd, aby
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ii. The Site will keep the proposed
publication confidential during the review
periods described herein and will give
due consideration to all comments
provided by Sponsor.

iii Except as otherwise mutually
agreed by the Parties, publications will be
submitted to journals that offer public
availability via Open Access (including
publisher platforms/repositories and self-
archiving). Open Access refers to the
free at point of entry, online availability of
published research output with, where
available, rights of re-use according to an
end user license. Sponsor encourages
the publication wusing the Creative
Commons Attribution 4.0 generic license
(CC-BY 4.0) or -equivalent license
whenever possible, with or without
embargo period, over more restrictive
Creative Commons licenses such as CC-
BY-NC, CC-BY-NC-ND, or others.

iv. Unless otherwise required by the
journal in which the publication appears,
or the forum in which it is made,
authorship  will comply with the
International Committee of Medical
Journal Editors (ICMJE)
Recommendation for the Conduct,
Reporting, Editing and Publication of
Scholarly Work in Medical journals.
Participation as an investigator, in and of
itself, does not confer any rights to
authorship of publications.

zadavatel mohl podniknout nezbytné
kroky k ochrané svych zajm( dusevniho
vlastnictvi.

ii. Poskytovatel bude béhem této
vySe popsané Ihaty na posouzeni
navrhovanou publikaci uchovavat v
divérnosti a veSkeré pfipominky
zadavatele nalezité zvazi.

iii. Nebude-li smluvnimi  stranami
vzajemné dohodnuto jinak, budou
publikace zvefejnény v odbornych
Casopisech, které jsou vefejnosti k
dispozici prostfednictvim otevieného
pfistupu (tzv. open access) vcetné
publikacnich platforem/ulozist a auto-
archivaci). Otevfeny pfistup umoznuje
bezplatny online pfistup k publikovanym
vystuplim z vyzkumu, a kde je to mozné,
také pravo jejich opétovného pouziti v
souladu s licen¢ni smlouvou s koncovym
uzivatelem. Zadavatel vyzyva, aby byly
vysledky v ramci moznosti publikovany
pod obecnou licenci Creative Commons
Attribution 4.0 (CC-BY 4.0) nebo
podobnou licenci s pouzitim obdobi tzv.
embarga, kdy je umoznén pouze
placeny pfistup, nebo bez néj, spiSe nez
pod licencemi s omezengjSim pfistupem
jako jsou CC-BY-NC, CC-BY-NC-ND a
dalsi.

iv. Pokud odborny c&asopis nebo
féorum, na kterém jsou vysledky
publikovany, nepozaduje jinak, bude
autorstvi uvadéno v souladu s
Doporu¢enim Mezinarodniho vyboru
redakce Medical Journal (International
Committee of Medical Journal Editors,
ICMJE) ohledné provadéni, hlaseni,
editaci a publikaci rukopist v odbornych
lékafskych Casopisech. Samotna ucast
zkouSejiciho na klinickém hodnoceni
nezaklada narok na autorstvi publikace.
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10. Release of Information; Use of
Name. Sponsor may disclose the name
of the Site and shall provide a description
of this Study on public websites (e.g.,
www.clinicaltrials.gov) consistent with
and as required by Applicable Law. No
Party shall use the name of any other
Party in connection with any advertising
or promotion of any product or service
without the prior written permission of
such other Party; provided, however, that
the limitations contained in this article
shall not apply to any documents that
may be necessary or appropriate for
Sponsor or the Site to provide to a
federal, state, or local governmental
agency or in scientific publications and
grant applications. Sponsor must
approve, in writing, press statements by
Investigator or Institution or any of their
respective employees, agents, or
contractors regarding the Study or the
Study Drug(s) before release of the
statements.

10. Uvolnéni informaci, pouziti
jména. Zadavatel smi zvefejnit nazev
Poskytovatele na vefejné pfistupné
weboveé strance (napf.
www.clinicaltrials.gov) a v souladu s
pozadavky prislusnych pravnich
predpisl na ni zverejni popis klinického
hodnoceni. Zadna ze smluvnich stran
nepouzie jméno druhé strany v
souvislosti s reklamou nebo propagaci
jakéhokoli pfipravku nebo sluzby bez
pfedchoziho pisemného souhlasu druhé
strany, pfiCemz omezeni obsazena v
tomto Clanku se nevztahuji na
dokumenty, které je tfeba odpovidajicim
zpusobem poskytnout nadnarodnim,
statnim nebo mistnim dfaddm, v
odbornych publikacich nebo Zzadostech
o grant. VSechna tiskova prohlaseni
hlavniho zkouSejiciho, poskytovatele
nebo jeho zaméstnancl, zastupcu Ci
subdodavatelt tykajici se klinického
hodnoceni nebo hodnoceného Ié€iva
musi byt nejprve pisemné schvalena
zadavatelem.

11. Independent Contractors. In
conducting the Study, the Site will each
be acting as an independent contractor
with respect to Sponsor and its
Designee, and not as an agent, partner,
or employee of Sponsor. Neither
Investigator, Institution, nor any of their
respective employees, agents, or
contractors, shall have any authority to
make agreements with third parties that
are binding on Sponsor.

11. Nezavisli smluvni dodavatelé.
Pfi provadéni klinického hodnoceni bude
Poskytovatel viO&i zadavateli a jim
povéfené osobé vystupovat jako
nezavisly smluvni dodavatel, nikoli jako
jeho zastupce, obchodni partner Ci
zameéstnanec. Hlavni zkousejici,
poskytovatel ani jeho zaméstnanci,
zastupci a subdodavatelé nejsou
opravnéni uzavirat dohody se tretimi
stranami zavazné pro zadavatele.

12.  Study Drug. Biological
Samples.
A. CRO or another duly

authorized agent of Sponsor, shall make

12. Hodnocené léc¢ivo. Biologické
vzorky.

A. CRO a dalsi fadné povéfeni
zastupci  zadavatele  vynaloZi z
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commercially reasonable efforts to
supply Institution or Investigator with
sufficient quantities of the Study Drug in
a timely manner, at Sponsor’'s expense.
All  drugs/medication  supplied by
Sponsor will be wused solely in
accordance with the Protocol and may
not be used for any other purposes. The
Site shall comply with all laws and

regulations governing the storage,
disposition or destruction of Study
Drug(s) and any other

drug(s)/medication provided for the
Study and any instructions from CRO
that are not inconsistent with such laws
and regulations.

B. The Site will collect, retain,
use and transfer biological samples
(blood, fluid and tissue samples collected
from subjects enrolled in the Study,
including any tangible materials derived
from such samples (collectively,
“Biological Samples”)), only in
accordance with the Protocol and the
applicable informed consent and subject
authorization.

C. The Site may collect or
reserve additional quantities of Biological
Samples (“Secondary Biological
Samples”) for use in research not
described in the Protocol (“Non-Protocol
Research”), provided that such collection
complies with Applicable Law. The Site
may annotate Secondary Biological

Samples with Study subject
demographic information (e.g., age,
gender and clinical diagnosis).

Confidential Information, Study Results
or analyses thereof (such as information
related to administration of, or response
to, or adverse events associated with, the

obchodniho hlediska pfiméfené usili,
aby zdravotnickému zafizeni i hlavnimu
zkouSejicimu na naklady zadavatele
v€as dodali dostate€né mnozstvi
hodnoceného |éCiva. Veskera |éCiva a
|éCivé prostfedky dodané zadavatelem
budou pouzivany vyhradné v souladu
s protokolem a nesmi byt pouzivany
k Zadnym jinym ucelim. Poskytovatel
bude postupovat v souladu se vSemi
prislusSnymi  zakony a  predpisy
upravujicimi  skladovani, vydej a
likvidaci hodnoceného IéCiva a dalSich
léCiv/IéCivych prostfedkld poskytnutych
pro ucely klinického hodnoceni a dale
v souladu s pokyny CRO, které s témito
zakony a predpisy nejsou v rozporu.

B. Poskytovatel bude
shromazdovat, uchovavat, pouzivat a
predavat biologické vzorky (vzorky krve,
tekutin a tkani odebrané subjektiim
klinického hodnoceni v€etné veskerych
hmotnych materiall odvozenych z
téchto vzorkl (spole¢né déle jen
,biologické vzorky“) vyhradné v souladu
s protokolem a pfisluSnym formulafem
informovaného souhlasu a opravnénim
udélenym subjektem.

C. Poskytovatel smi
shromazdovat a uchovavat dalSi
mnozstvi biologickych vzorkl (dale jen
,Ssekundarni  biologické vzorky“) za
uCelem jejich pouziti ve vyzkumu, ktery
neni popsan protokolem (dale jen
,vyzkum mimo protokol)“, za podminky,
ze jsou tyto odbéry v souladu s
prislusnymi pravnimi predpisy.
Poskytovatel smi sekundarni biologické
vzorky opatfit demografickymi udaiji
subjektu (napf. vékem, pohlavim a
klinickou diagnézou). Se sekundarnimi
biologickymi vzorky mohou byt spojeny
davérné informace, vysledky klinického
hodnoceni a souvisejici rozbory (napf.
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Study Drug) may be linked to the
Secondary Biological Samples, provided
that the provisions of Article 15 shall
apply to such Non-Protocol Research.

D. Upon Completion or any
termination of this Agreement, the Site
shall deliver or dispose of Biological
Samples according to Sponsor's
instructions and any relevant provisions
in the Protocol and applicable informed
consent and shall immediately cease to
use the Study Drug. Sponsor shall
arrange for collection of all unused Study
Drug for disposal at Sponsor’s expense.

E. The Sponsor or its duly authorized
agent will arrange delivery of the
consignment of Study Drug(s) to the
pharmacy of the Institution, where the
pharmacist will receive and inspect them
(like other consignments - ie if it is not
damaged, in case of special transport
requirements). If these requirements
have been complied with subsequently,
upon request, the Principal Investigator
picks up the evaluated Study Drug(s) at
the Institution and is fully responsible for
them. The Sponsor or its duly authorized
agent is obliged to notify the pharmacist
authorized by the pharmacy within 3
working days before delivery either by
email or by telephone, when the
consignment will be delivered to the
pharmacy.
The Sponsor will arrange delivery to the
address:
Hospital pharmacy FN Motol,

V Uvalu 84, 150 06 Prague 5
and mark it on behalf of the responsible
pharmacist.

I
I

informace  souvisejici s podanim
hodnoceného |éCiva, reakci na néj Ci
nezadoucimi ucinky) za podminky, Ze se
na takovy vyzkum mimo protokol budou
vztahovat ustanoveni ¢l. 15 této
smiouvy.

D. Po uplynuti nebo vypovézeni
této smlouvy Poskytovatel biologické
vzorky v souladu s pokyny zadavatele a
prisluSnymi ustanovenimi protokolu a
informovaného souhlasu preda
zadavateli nebo je zniCi a okamzité
prestane pouzivat hodnocené Iécdivo.
Zadavatel zajisti vyzvednuti veskerého
nepouzitého IéC€iva k likvidaci na naklady
sponzora.

E. Zadavatel nebo jeho povéreny
zastupce  zajisti  distribuci  zasilky
hodnocenych 1éCivych pfipravkd do
lékarny  poskytovatele  zdravotnich
sluzeb, kde je Iékarnik prevezme a
zkontroluje (jako jiné zasilky - tzn. neni-li
posSkozena, v prfipadé zvlastnich
pozadavkl na transport, byly-li tyto
pozadavky dodrzeny, pfijem zasilky
potvrdi), nasledné si na zadanku
zkouSejici hodnocené |éCivé pFipravky
vyzvedne na centrum a je za né plné
zodpovédny. Zadavatel nebo jeho
povéfeny zastupce je povinen oznamit
do 3 pracovnich dnl pfed dodanim, kdy
bude zasilka do lékarny pfedana budto

emailem nebo telefonicky lékarnou
povéfenému farmaceutovi.

Zadavatel zajisti dodavku na
adresu:

Nemocni¢ni Iékarna FN Motol,

V Uvalu 84, 150 06 Praha 5
a oznaCi ji jménem odpovédného
lekarnika. G
|
]
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E—

Exceptions to the above are approved by
the pharmacy.

The Institution will authorize an
employee appropriately qualified to act
as the delegated pharmacist (the
“‘Delegated Pharmacist”) to secure
proper handling of the Study Drug and
any related medication used in the Study
(including placebo), in accordance with
Protocol, Good Pharmaceutical Practice
and the Decree during the period the
Study Drug is maintained in the
pharmacy. Procedures for handling the
Study Drug will be communicated by a

@000
I
]

Vyjimky z vySe uvedeného schvaluje
lékarna.

Poskytovatel povéfi svého Fadné
kvalifikovaného zaméstnance tim, aby v
pribéhu obdobi, kdy se bude

hodnocené |éCivo nachazet v lékarné,
vystupoval jako povérfeny lékarnik (dale
jen ,povéreny Iékarnik“) za ucelem
zajisténi  fadného  zachazeni s
hodnocenym |éCivem a veSkerou
souvisejici medikaci pouzivanou
v klinickém hodnoceni (v€etné placeba),
v souladu s protokolem, spravnou
farmaceutickou praxi a vyhlaskou.

CRO monitor to the Delegated | Postupy pro zachazeni s hodnocenym

Pharmacist. léCivem sdéli povéfenému Iékarnikovi
monitor CRO.

13. Inspections, Audits, and Study | 13. Inspekce, audity a

Monitoring.

A. Regulatory Inspection.
The Site shall notify Sponsor and its
Designee promptly of any inquiries,
correspondence, or communications with
or from the FDA, the State Institute for
Drug Control or any other governmental
or regulatory authority relating to the
Study. If a regulatory authority requests
permission to or does inspect the Site’s
facilities or research records relating to
the Study, the Site will cooperate with the
regulatory authority’s representative(s)
and permit such inspection. The Site
shall provide to Sponsor copies of all
materials that the Site receives, obtains,
or generates in connection with any such
inspection or in connection with any
communications from regulatory
authorities.

monitorovani klinického hodnoceni.

A. Inspekce ze strany kontrolnich
Ufadld. Poskytovatel zadavateli a jim
povéfené osobé& neprodlené oznami
vSechna Setfeni, korespondenci Ci
komunikaci s FDA, Statnim uradem pro
kontrolu I&Civ a jakymkoli jinym statnim
Ci kontrolnim ufadem C¢i z jejich strany
tykajici se klinického hodnoceni. Pokud
kontrolni ufad pozada o svoleni nebo
provede inspekci zafizeni Poskytovatele
nebo zaznamu o vyzkumu souvisejicich
s  klinickym  hodnocenim,  bude
Poskytovatel se zastupcem/zastupci

kontrolniho uUfadu spolupracovat a
inspekci umozni. Poskytovatel
zadavateli poskytne kopie vSech
materialt, které  Poskytovatel v

souvislosti s jakoukoli takovou inspekci
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B. Sponsor Inspection/Audit.

i The Site agrees to permit
representatives of Sponsor (including
monitors, auditors, and inspectors), upon
reasonable notice at least three (3)
business days in advance and during
normal business hours and so as not to
disrupt the normal operation of the
Institution, to examine (i) the facilities
where the Study is being conducted, (ii)
raw Study Results including original
Source Documents (as defined by
current ICH Guidelines), regardless of
media, if allowed under the terms of the
informed consent, (iii) Electronic Data
Capture (“EDC”) equipment and/or EDC
documentation system, and (d) any other
relevant information (and to make
copies) necessary for Sponsor to confirm
that the Study is being conducted in
conformance with the Protocol and the
data  protection requirements  of
Schedule B, and in compliance with
Applicable Law.

ii. If any such inspection
discloses any non-compliance with this

nebo komunikaci s kontrolnimi urady
obdrzi, ziska nebo vytvofi.

B. Inspekce/audit
zadavatele.

ze strany

i. Poskytovatel souhlasi s
tim, Zze umozni zastupcum zadavatele
(v€etné& monitord, auditorl a inspektorud)
na zakladé vc€asného oznameni
nejméné tfi (3) pracovni dny predem, v
pribéhu bézné pracovni doby a tak, aby
nebyl narusen bézny chod poskytovatele
prohlédnout (i) zafizeni, v némz je
klinické hodnoceni provadéno, (i)
nezpracované  vysledky  klinického
hodnoceni v€etné puvodnich zdrojovych
dokumentl (podle definice v souladu s
aktualnimi pokyny ICH), bez ohledu na
jejich  nosiCe, pokud to umozAiuji
podminky informovaného souhlasu, (iii)
vybaveni pro elektronické
zaznamenavani dat (tzv. electronic data
capture, ,EDC") a/nebo dokumentacni
systtm EDC a (d) vSechny ostatni
odpovidajici informace (a pofizovat
jejich kopie) nezbytné k tomu, aby se
zadavatel ujistii o tom, Ze je Klinické
hodnoceni provadéno v souladu s
protokolem, pozZadavky na ochranu
udaji  stanovené v Rozpisu B a
pfislusnymi pravnimi predpisy.

ii. Pokud jakakoli takova
inspekce odhali jakékoli poruSeni této

Agreement, Sponsor and/or CRO is | smlouvy, budou mit zadavatel a/nebo
entitted to secure compliance or | CRO narok zajistit soulad nebo prerusit
discontinue shipments of Study Drug(s) | dodavky hodnoceného léCiva a ukoncit
and terminate the Site’s participation in | uCast poskytovatele na klinickém
the Study. hodnoceni.
14. Termination Prior To Completion. | 14. Pfredéasné ukongéeni.

A. This Agreement may be A. Tato smlouva muze byt
terminated in whole or in part prior to | Caste¢né nebo zcela vypovézena pfed
Completion upon written notice as | uplynutim jeji platnosti na zakladé

follows:

pisemné vypovédi, a to:
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I by any Party, upon written
notice if (1) the authorization and
approval to conduct the Study is
irrevocably withdrawn by the applicable
health authority or Institution’s EC; or (2)
the Sponsor or Investigator determines
continuation of the  Study will
compromise the safety of the Study
subjects and such determination is
based on reasonable medical judgment;

ii. by Sponsor (1) upon notice
if the Investigator is unwilling or unable to
serve as the principal investigator and
the Parties are not able to agree on a
substitute pursuant to the terms of this
Agreement; (2) upon notice if the Site
fails to perform the Study in accordance
with the terms of the Protocol (excluding
permitted deviations pursuant to the
Protocol and under the terms of this
Agreement), or Applicable Law; or (3)
upon thirty (30) days written notice.

iii. by the Site, upon thirty (30)
days written notice, in the event of a
material breach of this Agreement by
Sponsor and Sponsor’s failure to remedy
such breach within such thirty (30) day
period.

B. In the event of termination
of this Agreement prior to Completion,
the Site shall, upon notice of termination,
make all reasonable efforts to minimize
incurring further costs. In the event of
such early termination, payments will be
made for all services required by the
Protocol that have been performed up to
the effective date of termination and any

i. kteroukoli smluvni stranou na
zakladé pisemné vypovédi, pokud (1)
bylo pfislusnymi zdravotnimi urfady nebo
EK poskytovatele neodvolatelné
odebrano opravnéni a povoleni provadét
klinické hodnoceni nebo (2) zadavatel
nebo hlavni zkouSejici rozhodne, zZe
dal8i pokracovani klinického hodnoceni
by mohlo ohrozit bezpecnost subjektd
klinického hodnoceni, pfiemz toto
rozhodnuti musi byt zaloZzeno na
odpovidajicim Iékafském usudku,

ii. zadavatelem (1) na zakladé
vypovédi, pokud hlavni zkous$ejici neni
nadale ochoten nebo  schopen
vykonavat funkci hlavniho zkous$ejiciho
a smluvni strany se neshodnou na jeho
odpovidajici nahradé v souladu s
podminkami této smlouvy, (2) na
zakladé vypovédi v pfipadé, ze
Poskytovatel neprovadi klinické
hodnoceni v souladu s podminkami
protokolu (s  vyjimkou odchylek
povolenych podle protokolu a této
smlouvy) nebo pfislusnych pravnich
predpisl, nebo (3) na zakladé pisemné
vypovédi s ftficetidenni (30denni)
vypovédni Ihdtou.

iii. Poskytovatelem na zakladé pisemné
vypovédi s ftficetidenni (30denni)
vypovédni Ihlitou v pfipadé zavazného
poruSeni této smlouvy ze strany
zadavatele a nenapraveni tohoto
poruseni zadavatelem ve Ihaté ftficeti
(30) dna.

B. V pfipadé, Ze dojde k
vypovézeni této smlouvy pfed uplynutim

jeji platnosti, vynalozi Poskytovatel
veskeré pfiméfené usili, aby
minimalizovalo vznik dalSich nakladd. V
pfipadé  pfedCasného  vypovézeni

smlouvy budou uhrazeny platby za
veskeré sluzby poZzadované protokolem,
které byly provedeny do data
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reasonable, documented non-cancelable
costs which were incurred by Institution
in connection with the Study as required
under the Protocol and contemplated in
the Budget. If the payments exceed the
amount owed for services performed
under the Protocol, Institution shall
promptly return the excess balance to
CRO.

C. Immediately upon receipt
or delivery of notice of termination, the
Site shall (i) comply with post-termination
procedures included in the Protocol, if
any, and (ii) unless otherwise directed by
Sponsor, cease enrolling subjects into
the Study and cease the Study-related
treatment of subjects already enrolled in
the Study (unless the safety of such
enrolled subjects could be compromised
thereby).

D. Upon Completion or
termination of this Agreement for any
reason, the Site will furnish to Sponsor all
CRFs, and all Sponsor materials.
Confidential Information and materials
will be returned, at Sponsor’s instruction,
to Sponsor, except for record copies or
samples which the Site is required by law
to retain. Within thirty (30) days of
termination of this Agreement or
Completion of the Study (whichever
comes first), Investigator will submit a
final written report of the Study to
Sponsor.

E. Neither Sponsor nor CRO
shall be responsible to the Site for any
lost profits, lost opportunities, or other
consequential damages.

prfed€asného ukonceni platnosti
smlouvy, a vSechny dalSi pfiméfené,
dolozitelné a nezrusitelné naklady, které
poskytovateli vznikly v souvislosti s
klinickym hodnocenim podle pozadavku
protokolu, jak jsou zohlednény v
rozpoCtu. Pokud platby pFesahnou
Castku nalezejici za sluzby provedené
podle protokolu, poskytovatel
prebyvajici ¢astku bezodkladné vrati
CRO.

C. Poskytovatel bude
okamzité po pfijeti €i doru€eni pisemné
vypovédi (i) dodrZzovat vesSkeré postupy
spojené s pfed€asnym ukoncenim,
pokud jsou popsany v protokolu, a (ii)
pokud zadavatel nestanovi jinak, ukonci
zafazovani subjektd do klinického
hodnoceni a ukonci IéCbu jiz zafazenych
subjektd  poskytovanou v  ramci
klinického hodnoceni (pokud to neohrozi
bezpec€nost jiz zafazenych subjektu).

D. Po ukonceni nebo
vypovézeni této smlouvy z jakéhokoli
ddvodu Poskytovatel zadavateli

poskytne veskeré formulafe CRF a dalsi
materialy zadavatele. Zadavateli budou
podle jeho pokynl navraceny veSkeré
davérné informace a materidly s
vyjimkou kopii zaznamu nebo vzorkd,
které Poskytovatel musi ze zakona
uchovavat. V prubéhu tficeti (30) dnt po
vypovézeni této smlouvy nebo ukonceni
klinického hodnoceni (podle toho, co
nastane dfiv) musi hlavni zkouSejici

predlozit zadavateli zavérecnou
pisemnou zpravu 0 klinickém
hodnoceni.

E. Zadavatel ani CRO
nenesou vUCi Poskytovateli

odpovédnost za uslé zisky, pfilezitosti
ani jiné nasledné skody.

15. Patent Rights and Inventions.

15. Patentova prava a vynalezy.
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A. It is expressly agreed that
no Party transfers by operation of this
Agreement to any of the other Parties
any right in or license to any patents,
copyrights, or other proprietary right
owned as of the Effective Date of the

Agreement or arising outside of the
research conducted under  this
Agreement.

B. The Site acknowledges
that the idea for the Study was conceived
and developed by Sponsor and that
Sponsor approached Institution and/or
Investigator to perform the Study. The
Site will fully and promptly disclose in
writing to Sponsor any inventions and
developments discovered by Institution
or Investigator, any sub-investigator or
any of their respective employees,
agents, or contractors in the conduct of
the Study or as a result of using
Confidential Information (collectively
“‘Developments”). Sponsor shall have
sole ownership and rights in any
Developments that relate to the Study
Drug(s), including without limitation, new
uses, processes, derivatives,
formulations, or therapeutic
combinations, or markers of Study
Drug(s) efficacy or safety or uses thereof
or which utilize Confidential Information.
The Site shall fully cooperate with
Sponsor to vest rights therein in Sponsor
and to obtain patents or other legal
protections thereon.

A. Je vyslovné dohodnuto, zZe
zadna ze smluvnich stran na zakladé
této smlouvy nepfevadi na Zadnou jinou
smluvni stranu zadna prava ani licence
na patenty, autorska prava ani jina
majetkova prava, jimiz disponuje k datu
ucinnosti  této smlouvy, nebo ktera
vzniknou mimo ramec vyzkumu
provadéného podle této smlouvy.

B. Poskytovatel uznava, ze
autorem mysSlenky realizovat Kklinické
hodnoceni je Zadavatel, ktery se za
uCelem jeho provedeni obratil na
poskytovatele a/nebo hlavniho
zkouSejiciho.  Poskytovatel zadavateli
plné a bezodkladné pisemné sdéli
vesSkeré vynalezy a poznatky, které
poskytovatel, hlavni zkouSejici, néktery
ze spoluzkouSejicich nebo néktery z
jejich  zaméstnancli, zastupct nebo
dodavatelu ucini pfi provadéni klinického
hodnoceni nebo na zakladé pouziti
davérnych informaci (spole¢né dale jen
.vysledky  vyvoje“). Zadavatel je
vyhradnim vlastnikem v8ech vysledkd
vyvoje a prav k nim, které souviseji s
hodnocenym |éCivem, vCetné novych
zplUsobu pouziti, procesu, derivatu,
lekovych forem nebo terapeutickych
kombinaci €i ukazateld uc€innosti nebo

bezpecnosti hodnoceného IéCiva Ci
zpusobl jejich pouziti, nebo které
vyuzivaji divérnych informaci.

Poskytovatel bude se zadavatelem pIné
spolupracovat pfi prfevadéni prav k
vysledkim vyvoje na zadavatele a
ziskavani patentové a jiné pravni
ochrany.

16. Indemnification; Insurance.

A. Sponsor Indemnification.
Sponsor agrees to indemnify, defend and
hold harmless Institution, its trustees,
officers, employees, staff,
subcontractors, and agents (“Institution

16. Odskodnéni, pojisténi.

A. Odskodnéni ze strany
zadavatele. Zadavatel souhlasi s tim, ze
odSkodni, bude h3ajit a zbavi
odpovédnosti poskytovatele a jeho
spravce, uredniky, zameéstnance,
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Indemnitee(s)”) against any third party
claim (each, a “Claim”) arising out of: (i)
the negligence or willful misconduct of
Sponsor (ii) any theory of product liability
concerning the Study Drug, or (iii) any
side-effect or adverse reaction, iliness, or
injury directly resulting from use of the
Study Drug in the Study or a procedure
administered in accordance with the
Protocol, or (iv) use of Study data or the
Study Results. The foregoing indemnity
will not apply to the extent a Claim arises
out of: the negligence, malpractice, or
willful misconduct of any Institution
Indemnitee or the failure of any Institution
Indemnitee to adhere to the terms of this
Agreement, the Protocol, or any written
instructions from Sponsor , or to comply
with any Applicable Law or governmental
requirements, it being understood that (x)
the administration of any substance in
accordance with the Protocol and any
written instructions of Sponsor shall not
constitute negligence or malpractice for
purposes of this Agreement, and (y) a
Protocol deviation that is medically
necessary to protect the health or safety
of a Study subject and is consistent with
prevailing standards of medical care
shall not constitute negligence, willful
misconduct or malpractice by the
Institution Indemnitees.

B. Institution Indemnification.
Institution agrees to indemnify, defend,
and hold harmless the Sponsor, its
directors, officers, employees, staff, and
agents (the “Sponsor Indemnitees”)
against any Claim arising out of (i) the
negligence, omission, or  willful

personal, subdodavatele a zastupce
(dale  jen ,odSkodriované osoby
poskytovatele®) v souvislosti z jakymikoli
naroky tretich stran (jednotlivé dale jen
,narok”)  vzniklymi  nasledkem: (i)
nedbalosti nebo umysiného pochybeni
ze strany zadavatele, (ii) jakékoli teorie o
odpovédnosti za hodnocené IéCivo nebo
(iii) jakehokoli vedlejSiho ucinku nebo
nezadouci reakce, onemocnéni nebo
ujmy primo plynouci  z uziti
hodnoceného |éCiva v ramci klinického
hodnoceni nebo z postupu provedeného
v souladu s protokolem nebo (iv) pouZiti
udaji  nebo  vysledkld  klinického
hodnoceni. VySe uvedené odSkodnéni
nebude platit v rozsahu, v jakém narok

vznikne nasledkem: nedbalosti,
zanedbani povinnosti nebo umysiného
pochybeni ze strany nékteré z

odskodnovanych osob poskytovatele,
nasledkem nedodrzeni podminek této

smlouvy, protokolu nebo jiného
pisemného pokynu zadavatele nebo
porusenim prislusnych pravnich

predpisi nebo nafizeni statnich uradu
kteroukoli z téchto osob, pficemz se ma
za to, Zze (x) podani jakékoli latky v
souladu s protokolem nebo pisemnymi
pokyny zadavatele se nepovazuje za
nedbalost nebo zanedbani ve smyslu
této smlouvy a (y) za nedbalost, umysiné
pochybeni a zanedbani povinnosti ze
strany odSkodnovanych osob
poskytovatele se nepovazuji odchylky
od protokolu, které jsou z lékaFfského
hlediska nezbytné k ochrané zdravi
nebo bezpecénosti subjektld klinického

hodnoceni a odpovidaji béznym
standardum |ékarské péce.
B. Odskodnéni ze strany

poskytovatele. Poskytovatel souhlasi s
tim, Ze odskodni, bude hajit a zbavi
odpovédnosti zadavatele a jeho feditele,
ufedniky, zameéstnance, personal a
zastupce (dale jen ,odsSkodnované
osoby zadavatele) v souvislosti z
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misconduct of any Institution Indemnitee
or (ii) the failure of any Institution
Indemnitee to adhere to the terms of this
Agreement, the Protocol, or any written
instructions from the Sponsor or its

designee, or to comply with any
Applicable Law or governmental
requirements.

C. Indemnification Procedure.
The Party or Parties seeking

indemnification under this article shall (i)
give written notice to the indemnifying
Party within five (5) business days after
(1) receiving any Claim or (2) learning of
any potential Claim; (ii) permit the
indemnifying Party to assume the
defense and/or disposition of any such
Claim or related litigation, provided that
counsel selected by such indemnifying
Party is reasonably acceptable to the
Party or Parties seeking indemnification;
and (iii) cooperate with the indemnifying
Party in all reasonable respects with
regard to the defense of such Claim, with
reasonable out-of-pocket costs of the
Party or Parties seeking indemnification
to be reimbursed by the indemnifying
Party. The indemnifying Party under this
article shall not enter into any settlement
agreement with a claimant without the
prior written permission of the Party or
Parties seeking indemnification, which
permission shall not be unreasonably
withheld. The indemnified Party shall
have the right to select and obtain
representation by separate legal
counsel, provided that such indemnified
Party shall bear all costs and expense
related to such separate representation.

jakymikoli naroky vzniklymi nasledkem:
(i) nedbalosti, opomenuti nebo
umysiného  pochybeni ze  strany
odSkodriované osoby poskytovatele
nebo (i) poruseni podminek této
smlouvy, protokolu nebo pisemnych
pokynu zadavatele nebo jim povéfené
osoby ze strany odSkodrované osoby
poskytovatele nebo jinému jejich
poruseni pfislusnych pravnich zakonu
nebo pozadavku statnich aradu.

C. Postup pfi odsSkodnéni.
Smluvni strana nebo smluvni strany
Zadajici o odsSkodnéni podle tohoto Cl.
15, odst. i) podaji pisemné oznameni
odSkodnujici smluvni strané v pribéhu
péti (5) pracovnich dnu poté, co (1)
obdrzi jakykoli narok nebo (2) se
dozvédi o jakémkoli potencialnim
naroku, (ii) umozni odskodnujici smluvni
strané, aby pfevzala obhajobu a/nebo
vyfizeni  takového naroku nebo
souvisejiciho sporu za predpokladu, ze
pravni  zastupce zvoleny takovou
odSkodnujici smluvni stranou bude
odpovidajicim zpusobem pfijatelny pro
smluvni stranu nebo strany Zzadajici
odSkodnéni, a (iii)) budou pfiméfrené
spolupracovat s odSkodnujici smluvni
stranou pfi obhajobé takového naroku,
pficemz pfiméfené vilastni naklady
smluvni strany nebo stran zadajicich

odsSkodnéni budou proplaceny
odskodnujici smluvni stranou.
Odskodnujici  smluvni strana podle

tohoto ¢lanku neuzavie Zadnou dohodu
o vyporfadani se stranou uplatiujici
narok bez pFedchoziho pisemného
souhlasu smluvni strany nebo stran
Zadajicich odskodnéni, pficemz ji tento
souhlas nebude bezdivodné odpiran.
Odskodnovana strana bude mit pravo
zvolit si vlastniho pravniho zastupce,
pficemz veSkeré naklady a vydaje
spojené s timto samostatnym
zastupovanim ponese odskodnovana
strana.

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst v.13May2020

Ponatinib-1501
-\ Motol

Page 30 of 67




D. Insurance.

i. Sponsor  will provide
clinical trial insurance of liability for
damages for the Investigator and the
Sponsor in accordance with § 52, par. 3,
letter f) Act on Pharmaceuticals. This
policy duly covers, to the extent required
by that legislation, compensable death of
subject or compensation of the subject in
case of injury resulting from and
sustained in course of performance of the
Study.

ii. Institution represents and
warrants that it has and will maintain
appropriate insurance, in accordance
with § 45 par. 2 Itr. n) of the Health
Services Act, with respect to liability it
may have while providing medical care.
This insurance coverage is in correlation
with the applicable laws and does not
include liability insurance with respect to
conducting a Study. According to § 45
par. 2 Itr. n) of the Health Services Act,
this insurance coverage must be valid for
the entire length of the Institution’s
provision of medical care.

iii.Investigator represents and warrants
that he/she has and will maintain
appropriate malpractice insurance in
amounts sufficient to pay all claims
arising from his/her activities or
obligations under this Agreement.

D. Pojisténi.

i. Zadavatel uzavie pro hlavniho
zkouSejiciho a poskytovatele pojisténi
odpovédnosti za Skody zpuUsobené
klinickym hodnocenim v souladu s § 52,
odst. 3, pism. f) Zakona o I|éCivech.
Pojisténi bude v rozsahu poZzadovaném
ze zakona poskytovat fadné pojistné
kryti v pfipadé umrti subjektu klinického
hodnoceni nebo odSskodnéni subjektu
klinického hodnoceni v pfipadé
zdravotni ujmy zpusobené provadénim
klinického hodnoceni a utrpéné béhem
jeho provadéni..

i. Poskytovatel prohlasuje a
zarucuje, ze
ma a bude udrzovat v platnosti
odpovidajici pojisténi v souladu s § 45,
odst. 2, pism. n) zakona €. 372/2011 Sb.,
o zdravotnich sluzbach, v souvislosti s
jeho  pfipadnou odpovédnosti  pfi
poskytovani zdravotni péce. Toto
pojistné kryti je ve shodé s pfisluSnymi
pravnimi pfedpisy a nezahrnuje pojisténi
odpovédnosti v souvislosti s provadénim
klinického hodnoceni. V souladu s § 45,
odst. 2, pism. n) zakona o zdravotnich
sluzbach musi byt toto pojistné kryti
platné po celou dobu poskytovani
zdravotni péce poskytovatelem.

iii.Hlavni  zkouS$ejici  prohlasuje a
zaruCuje, Zze ma a bude udrZovat v
platnosti odpovidajici pojisténi
zanedbani  odpovédnosti ve  vysSi
pokryvajici veSkeré naroky vzniklé
nasledkem jeho pInéni &i zavazku podle
této smlouvy.
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17.  Subject Injury.

A. Sponsor, through CRO,
shall reimburse Institution for all
reasonable and customary costs

incurred by the Institution and associated
with the diagnosis of an adverse event
involving the Study Drug(s) or a Protocol
procedure.

B. Sponsor, through CRO,
shall reimburse Institution all reasonable
and customary costs incurred for
treatment of a bodily injury to a subject
injured as a direct result of administration
of the Study Drug or undergoing a Study-
related procedure in accordance with the
Protocol. Sponsor shall not provide
payment for costs to the extent that they
are attributable to:

i the failure of the Site, or
any Site personnel, to adhere to the
terms of the Protocol or any of Sponsor’s
written instructions relative to the use of
the Study Drug, or to comply with
applicable FDA or other governmental
requirements, unless such failure is
consistent with generally accepted
standards of clinical research and
medical practice relating to the benefit,
safety, and well-being of the Study
subjects or is otherwise reasonably
necessary for the safety of such a
subject, all as determined in good faith by
the Investigator;

ii. any negligence or wrongful
act or omission, or willful malfeasance, of
the Site or any other Site personnel
providing services on behalf of the Site
hereunder; or

iii. the  subject's  primary
disease or any concurrent disease not
caused by the administration of the Study
Drug in accordance with the Protocol.

17.  Ujma na zdravi subjektu.

A. Zadavatel prostrednictvim
CRO uhradi poskytovateli vesSkeré
opravnéné vynalozené a obvyklé
naklady vzniklé Poskytovateli a spojené
s identifikaci nepfiznivé reakce spojené
s hodnocenym |éCivem nebo postupem
dle protokolu.

B. Zadavatel prostfednictvim
CRO uhradi poskytovateli veskeré
prfiméfené a obvyklé naklady vzniklé v
souvislosti s léCbou Ujmy na zdravi
subjektu, pokud ujma vznikla pfimym
nasledkem podani hodnoceného léCiva
nebo aplikaci postupu v ramci klinického
hodnoceni v souladu s protokolem.
Zadavatel neuhradi naklady do té miry,
do které Ize jejich vznik pfisoudit:

i. nedodrzeni podminek protokolu
nebo pisemnych pokynl zadavatele
ohledné pouziti hodnoceného léCiva ze
strany  Poskytovatele nebo jeho
personalu nebo jejich nedodrzeni
pozadavkl vznesenych FDA nebo jinym
statnim ufadem, s vyjimkou situaci, kdy
je toto nedodrzeni v souladu s obecné
pfijimanymi standardy klinického
vyzkumu nebo Iékafské praxe pro
zajisténi pfinosu, bezpecnosti a zdravi
subjektu, pokud tak rozhodne hlavni
zkouSejici v dobré vire,

ii. jakékoli nedbalosti nebo
umysinému pochybeni nebo opomenuti
nebo poruSeni zakona ze strany

Poskytovatele nebo jeho personalu pfi
poskytovani sluzeb jménem
Poskytovatele podle této smlouvy,

iii. primarnimu onemocnéni nebo
jinému soubéznému onemocnéni
subjektu, které nebylo zplsobené
podanim hodnoceného léCiva v souladu
s protokolem.
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C.The Institution represents and
warrants that it will not bill the subject’s
insurer for any costs paid by Sponsor for
treatment of an injury as described
above. Sponsor will not pay for any costs
already covered by a third party.

C. Poskytovatel prohlasuje a
zaruCuje, Ze nebude zadné naklady
uhrazené zadavatelem za IéCbu ujmy na
zdravi podle vySe uvedeného popisu
uCtovat pojistiteli subjektu. Zadavatel
neuhradi zadné naklady jiz uhrazené
treti stranou.

18. Complete Agreement;
Amendment; Notice. This Agreement
represents the entire understanding
between the Parties, and supersedes all
other agreements, express or implied,
between the Parties concerning the
subject matter hereof. This Agreement
may not be amended or modified in any
manner except by a written document
signed by authorized representatives of
the Parties. Any notice to be given
hereunder shall be given by personal
delivery, by recognized express courier,
or by registered or certified mail, return
receipt requested. Such notice shall be
addressed to a Party at the address set
forth below, except as set forth in
Schedule A. Any Party may change its
address for notice by giving written notice
of such change to the other Parties.

18. Uplna smlouva, dodatky,
oznameni. Tato smlouva pfedstavuje
celé ujednani mezi stranami a nahrazuje
vSechna jina ujednani, vyslovna nebo
implicitni, mezi stranami upravujicimi
predmét této smlouvy. Zmény a dodatky
této smlouvy lze provadét vyhradné
prostfednictvim pisemnych dokumentu
podepsanych opravnénymi zastupci
smluvnich stran. VS8echna oznameni,
ktera maji byt ucCinéna podle této
smlouvy, budou doru¢ena osobné,
uznavanou expresni kuryrni sluzbou
nebo doporucenou postou s
doru€enkou. Takové oznameni bude
adresovano smluvni strané na nize
uvedenou adresu s vyjimkou situaci
uvedenych v Pfiloze A. Smluvni strany
mohou svoji adresu zménit na zakladé
pisemného oznameni o zméneé
podaného ostatnim smluvnim stranam.

To CRO/Designee:

PPD Investigator Services LLC, 929
North Front Street, Wilmington, NC
28401, USA

Attn: Director Clinical Operations

To Institution:
Fakultni nemocnice Motol
Klinické hodnoceni léCiv,

V Uvalu 84, 150 06 Praha 5

Pro CRO/zastupce:

PPD Investigator Services LLC, 929
North Front Street, Wilmington, NC
28401, USA

K rukam: feditelka klinickych studii

Pro poskytovatele:
Fakultni nemocnice Motol
Klinické hodnoceni léCiv,

V Uvalu 84, 150 06 Praha 5
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kontaktni email: studie@fnmotol.c

Attn: Secretariat of the Deputy Head for
LPP

kontaktni email: studie@fnmotol.cz

K rukam:
sekretariat naméstka pro LPP

19. Binding Effect; Survival of
Terms. This Agreement shall be binding
upon and inure to the benefit of the
Parties and their respective successors
and permitted assigns. The rights and
obligations of the Parties which by intent
or meaning have validity beyond
termination of this Agreement (including
without limitation, rights with respect to
ownership, patents, confidentiality, and
indemnification) shall survive Completion
or any termination of this Agreement.

19. Zavaznost, pretrvani
podminek. Tato smlouva je zavazna a
nabyva platnosti ku  prospéchu
smluvnich stran a jejich pfipadnych
pravnich nastupcd a povolenych
postupniki. Prava a  povinnosti

smluvnich stran, ktera at' jiz umyslem,
nebo vyznamem maji platnost i po
ukonéeni této smlouvy (v€etné prav
tykajicich se vlastnictvi, patentd,
davérnosti informaci a odskodnéni),
budou pfetrvavat i po skonceni platnosti
nebo vypovézeni smlouvy.

20. Governing Law. This Agreement
and all matters arising out of or relating
to this Agreement shall be governed by,
and construed and enforced in
accordance with, the laws of England
and Wales without regard to the conflicts
of law provisions thereof. This is without
prejudice to obligations of the parties with
regard to FDA pursuant to applicable
U.S. laws. All disputes arising from this
Agreement and related to this Agreement
will be resolved in the court with
substantive and territorial jurisdiction in
the Czech Repubilic.

20. Rozhodné pravo. Tato smlouva
a vSechny zalezitosti z ni vyplyvajici
nebo s ni souvisejici se bude Fidit,
vykladat a uplathovat v souladu s
prislusnymi pravnimi predpisy Ceské
republiky bez ohledu na jeji kolizni
ustanoveni. Tim nejsou dotCeny zavazky
smluvnich stran va¢&i FDA v souladu s
pfislusnymi pravnimi predpisy USA.
V8echny spory vyplyvajici z této smlouvy
a s touto smlouvou souvisejici se budou
feSit u vécné a mistné prislusného
soudu v Ceské republice.

21. Assignment. Any assignment
of this Agreement or any rights or
obligations hereunder by Institution to a
third party shall require the prior written
consent of CRO and Sponsor. Any
assignment by CRO to any third party
other than Sponsor or its affiliate shall
require the prior written consent of
Sponsor, but shall not require the
approval of Institution or Investigator.
Institution and CRO hereby acknowledge

21. Postoupeni. Tuto smlouvu a z ni
vyplyvajici prava a zavazky smi
poskytovatel postoupit tieti strané jen po
pfedchozim pisemném odsouhlaseni ze
strany CRO nebo zadavatele. Jakékoli
postoupeni tfeti strané jiné nez
zadavateli nebo jeho pfidruzenym
organizacim ze strany CRO podléha
pfedchozimu pisemnému schvaleni
zadavatele, ale nevyzaduje schvaleni ze
strany poskytovatele ani hlavniho

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst v.13May2020

Ponatinib-1501
-\ Motol

Page 34 of 67




that Sponsor may assign to itself or a
third party responsibility for any or all of
Sponsor's or CRO’s rights and
obligations hereunder by written notice to
the Site and CRO.

zkouSejiciho. Poskytovatel a CRO timto
berou na védomi, Ze zadavatel muze
postoupit sam na sebe nebo na tfeti
stranu odpovédnost za jakakoliv nebo
v8echna prava a povinnosti zadavatele
nebo CRO podle této smlouvy, a to
pisemnym oznamenim Poskytovateli a
CRO.

22.  Subcontracting. With Sponsor’s
prior written consent, Institution may
subcontract the performance of certain of
its activities under this Agreement to
qualified third parties or use premises or
facilities other than Institution to perform
certain activities under this Agreement,
provided that (i) the performance of
activities by such third parties or at such
facilities will comply with all applicable
obligations of this Agreement, including
holding such third parties or facilities to
terms at least as stringent as those to
which the Site is bound hereunder with
regard to the conduct of the Study,
including  without limitation, Study
Drug(s) use, record retention,
confidentiality, data and publications
obligations, inventions, personal data,
and pubilicity, (ii) Institution remains liable
for performance at such facilities or by
such third parties’, and (iii) neither
Investigator nor any sub-investigator has
any direct or indirect financial interest in
any such third parties or facilities.

22. Subdodavky. Poskytovatel smi s
pfedchozim pisemnym  souhlasem
zadavatele vyuzit sluzeb kvalifikované
treti strany jako subdodavatele pro
provadéni jistych cinnosti podle této
smlouvy nebo mulze jisté Ccinnosti
vykonavat i jinde nez v prostorach
poskytovatele za podminky, ze (i)
¢innosti budou treti stranou nebo v jinych
prostorach provadény v souladu se
vSemi prisluSnymi podminkami této
smlouvy, pficemz pfi  provadéni
klinického hodnoceni budou podminky
treti stranou nebo v jinych prostorach
dodrzovany minimalné tak pfisné, jako je
k tomu Poskytovatel zavazan touto
smlouvou, a to vCetné pfi pouzivani
hodnoceného léCiva, archivaci
zaznaml, zachovavani  duavérnosti
informaci, plnéni zavazkl tykajicich se
udaji a jejich publikovani, vynalezu,
osobnich Udaji a propagace, (ii)
poskytovatel nadale ponese
odpovédnost za provadéni sluzeb v
takovych prostorach nebo tfeti stranou a
(iii) hlavni zkouS$ejici ani spoluzkousejici
nemaji na takovych zafizenich ani u
tretich stran zadny financni zajem.

23. Counterparts. This Agreement is
executed in three (3) counterparts of
which the Institution, Investigator and
CRO shall each receive one. Each
counterpart shall be deemed an original,
and all of which, when taken together, will
constitute one and the same instrument.
Delivery of an executed counterpart of a

23. Stejnopisy. Tato smlouva je
vyhotovena ve tfech (3) stejnopisech, z
nichz poskytovatel, hlavni zkouSejici a
CRO obdrzi po jednom. VsSechny
stejnopisy budou povazovany za
originaly a spole¢né pfredstavuji jednu a
tutéz smlouvu. Doruceni vyhotovenych
stejnopisll  podpisové strany této
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signature page of this Agreement by
facsimile transmission, by electronic mail
in “portable document format” (“.pdf’
format), or by any other electronic means
intended to preserve the original graphic
and pictorial appearance of a document,
or by a combination of such means, shall
be as effective as delivery of a manually
executed counterpart of this Agreement.

smlouvy faxem, elektronickou postou v
souboru formatu PDF nebo jakymikoli

jinymi elektronickymi prostfedky
uréenymi k zachovani puvodniho
grafického a obrazového vzhledu

dokumentu nebo jejich kombinaci bude
stejné ucinné jako doru€eni rucné
vyhotovenych stejnopisl této smlouvy.

24. Force Majeure. If the
performance of this Agreement by
Institution or Sponsor is prevented,
restricted, interfered with, or delayed
(either totally or in part) by reason of any
cause beyond the reasonable control of
the Parties (such as acts of God,
explosion, disease, weather, war,
terrorism, insurrection, civil strike, riots,
or power failure), the Party so affected
shall, upon giving written notice to the
other Party, be excused from such
performance to the extent of such
prevention, restriction, interference, or
delay, provided that the affected Party
shall use its best efforts to avoid or
remove such causes of non-performance
and shall continue performance with the
utmost dispatch whenever such causes
are removed. For purposes of this
article, a lack of funds shall not be

24, VysSi moc. Pokud Dbude
poskytovateli nebo zadavateli
zabranéno, znemozné&no nebo jinak

omezeno plnéni této smlouvy nebo bude
plnéni opozdéno, zC€asti nebo uping, z
divodu jakékoli pfi¢iny, ktera je mimo
ramec pfiméfené kontroly smluvnich
stran (napfiklad Zzivelné pohromy,
vybuch, nemoc, pocCasi, valka,
terorismus, povstani, stavka, nepokoje
nebo vypadek elektfiny), takto postizena
smluvni strana bude po pisemném
oznameni druhé smluvni  strané
osvobozena od plnéni v rozsahu
takového  zabranéni, @ znemoznéni,
omezeni nebo zdrzeni za predpokladu,
Ze postizena smluvni strana vynalozi
veskeré své Uusili, aby zabranila témto
pfi€inam neplnéni nebo je odstranila a
aby pokraCovala v plnéni s maximalni
rychlosti, jakmile budou tyto pfiCiny

considered a cause beyond the |odstranény. Pro ucely tohoto d&lanku

reasonable control of the Parties. nebude za pfi¢inu presahujici
pfiméfenou kontrolu smluvnich stran
povazovan nedostatek  financnich
zdroju.

25. Discrepancies. In the case of | 25. Rozpory. V pfipadé rozporl mezi

any discrepancy between the Czech and
the English versions of the Agreement,
the Czech version shall prevail.

Ceskou a anglickou verzi této smlouvy
bude rozhoduijici verze Ceska.
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26. Publication in accordance with
Act no. 340/2015 Coll. on Contract
Register. Institution, Sponsor and CRO
hereby acknowledge that details of this
Agreement are required to be published
pursuant to Act no. 340/2015 Sb., on the
official register: https://smlouvy.gov.cz/
(“Agreements Register’). The Parties
agree that no business secrets or
personal information shall be disclosed
or made public as part of such
publication. For the purposes of this
Agreement, such business secrets
include but are not limited to: payment
information attached as Schedule A, the
minimum enrollment goal, expected
number of Study subjects enrolled and
the expected duration of the Study. As a
result, the Parties have agreed a version
of this Agreement for publication, in
which all business secrets and personal
information have been redacted. This is
attached hereto as Schedule C (“Agreed
Form”). The Parties agree that the
Institution shall effect the publication of
the Agreed Form on the Agreements
Register within 5 working days of the
Date of Final Signature of this
Agreement. At the time of publication the
Institution will inform CRO / Sponsor of
publishing the Agreement in the
Agreements Register by designating the
following email address:
PPDContractRegistryConfirmation.sm@
ppdi.comas the email address to which a
notification of publication in the
Agreements register shall be sent.
Should the Institution fail to publish the
Agreed Form of this Agreement within 5
working days from the Date of Final
Signature, the Sponsor or the CRO may
publish the Agreed Form. The Parties
agree that this Agreement shall not come
into effect until the Agreed Form has
been published in accordance with this
clause (“Effective Date”). In any event,
CRO reserve the right not to provide

26. Zverejnéni v souladu se
zakonem ¢. 340/2015 Sb., o registru
smluv. Zdravotnickeé zafizeni, zadavatel
a CRO timto berou na védomi, Ze detaily
této smlouvy musi byt podle zakona ¢.
340/2015 Sb., o registru smluv,
zvefejnény ve vefejném rejstfiku na
adrese https://smlouvy.gov.cz/ (dale jen
Jregistr smluv®). Smluvni strany souhlasi
s tim, Ze souclasti takového zverejnéni
nebudou zadna obchodni tajemstvi nebo
osobni informace. Pro ucely této
smlouvy takova obchodni tajemstvi
zahrnuji mimo jiné informace o platbach
zde uvedené v Pfiloze A, minimalni
pocCet planovanych zarazenych
subjektl, oCekavany pocet zafazenych
subjektd a ocekavanou dobu trvani
klinického hodnoceni. Smluvni strany se
proto dohodly na verzi smlouvy uréené
ke zvefejnéni, ze které byly vesSkera
obchodni tajemstvi a osobni informace
odstranény. Tato verze je pfipojena jako
Pfiloha C (dale jen ,odsouhlasena
verze®). Smluvni strany souhlasi s tim,
Ze poskytovatel odsouhlasenou verzi v
registru smluv zvefejni do 5 pracovnich
dni ode dne posledniho podpisu
smlouvy. Zdravotnické zafizeni o
zvefejnéni v registru smluv uvédomi
CRO/zadavatele na uvedené emailové
adrese:

PPDContractRegistryConfirmation.sm@
ppdi.com, coz je adresa, na kterou bude
zaslano oznameni o zvefejnéni smlouvy
v registru smluv. Pokud poskytovatel
odsouhlasenou verzi nezvefejni do 5
pracovnich dnd ode dne posledniho
podpisu smlouvy, zadavatel nebo CRO
mohou odsouhlasenou verzi zvefejnit
sami. Smluvni strany se dohodly, ze
smlouva nebude ucinna, pokud nebude
zvefejnéna odsouhlasena verze v
souladu s timto ustanovenim (,datum
ucinnosti). CRO si v kazdém pfipadé
vyhrazuje pravo neposkytnout
hodnocené IéCivo, dokud nebude

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst v.13May2020

Ponatinib-1501
-\ Motol

Page 37 of 67




Study Drug until this Agreement is
published in accordance with this clause.

In the event that there is a challenge to
the validity of the Agreed Form, once it
has been published, the Parties shall
notify each other as soon as reasonably
practicable upon becoming aware of
such challenge and shall work together to
agree a revised version of the Agreed
Form for publication.

In no event shall the Institution publish
this Agreement in any form other than the
Agreed Form, unless agreed in advance
in writing with CRO and Sponsor.

The Sponsor acknowledges that the
Institution, as a  state-subsidized
organization, is obliged to provide
information at the request of a third party
pursuant to Act No. 106/1999 Coll., On
Free Access to Information, as amended.

smlouva zvefejnéna tohoto

ustanoveni.

podle

V pfipadé, Ze je platnost odsouhlasené
verze po jejim zvefejnéni zpochybnéna,
smluvni strany se co nejdfive poté,
jakmile se o takovém zpochybnéni
dozvi, navzajem uvédomi a budou
spolupracovat na schvaleni nove,
revidované odsouhlasené verzi uréené
ke zvefejnéni.

Poskytovatel v  Zadném  pfipadé
nezvefejni smlouvu Vv jiné nez
odsouhlasené verzi, nebude-li CRO
nebo zadavatelem nejprve pisemné
povoleno jinak.

Zadavatel bere na védomi, Ze
poskytovatel zdravotnich sluzeb jakozto
statni pfispévkova organizace, je
povinna na dotaz tfeti osoby poskytnout
informace podle zakona &. 106/1999

Sb.,, o0 svobodném pfistupu k
informacim, ve znéni pozdéjSich
predpisu.

27. List of Incorporated Schedules. | 27. Seznam zahrnutych pfriloh.

A.Budget and Payment Schedule
B.Data Protection Schedule
C.Agreed Form

Remainder of page intentionally left
blank

A.Rozpocet a rozpis plateb
B.Pfiloha o ochrané udaju.
C.Odsouhlasena verze

Zbytek stranky je zamérné ponechan
prazdny
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IN WITNESS WHEREOF, the Parties
have caused this Agreement to be
executed by their duly authorized
representatives as the Effective Date
defined above.

Fakultni nemocnice v Motole

By:

(Signature)

NA DUKAZ CEHOZ smluvni strany
podepsaly tuto smlouvu prostfednictvim
svych fadné opravnénych zastupcl,

s platnosti od data ucinnosti.

Fakultni nemocnice v Motole

Podpis:

(Podpis)

signed by NN /s an

Principal Investigator, | certify that | have
duly acquainted myself with the contract
and the relevant documentation for the
clinical trial of the medicinal product and
undertake to ensure compliance with the
obligations arising therefrom. | further
undertake not to disclose information
relating to the clinical trial in question
without the prior written consent of the
sponsor, to maintain the confidentiality of
all information provided, to keep it
confidential and to refrain from any use
of such information and results other than
for the purposes of this clinical trial. As
Principal Investigator, | agree that the
sponsor (and possibly the CRO) will / will
collect, use, process and disclose my
personal information, including my name,
qualifications and experience in the
clinical trial, my financial information
relating to, inter alia, the remuneration
received, and financial compensation
and other  personal data  for
administrative purposes in connection
with the clinical trial, or to provide ethics
commissions and state authorities and |

Podepsany [

, jJako zkouSejici potvrzuji, Ze jsem
se fadné seznamil se smlouvou a
pfislusnou dokumentaci ke klinickému
hodnoceni |éCiva a zavazuji se zajistit

dodrzovani povinnosti z nich
vyplyvajicich.  Dale se  zavazuji
nezvefejiiovat informace tykajici se

pfedmétného klinického hodnoceni bez
pfedchoziho  pisemného  souhlasu
zadavatele, zachovavat micenlivost o
vSech poskytnutych informacich,
povazovat tyto za dlvérné a zdrzet se
jakéhokoliv jiného uziti téchto informaci
a vysledkO nez pro Uucely tohoto
klinického hodnoceni. Jako zkousSejici
souhlasim s tim, Ze zadavatel (a popf. i
CRO) bude/budou  shromazdovat,
pouzivat, zpracovavat a zvefejhovat mé
osobni udaje, v€etné jména, kvalifikace
a zkuSenosti v klinickém hodnoceni, mé
finan¢ni udaje vztahujici se mimo jiné k
obdrzené odméné a finan¢ni nahradé a
dalSi osobni udaje k administrativnim
ucelim v souvislosti s klinickym
hodnocenim, popf. k poskytnuti etickym
komisim a statnim Ufadim a zavazuji se
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undertake to secure this consent from co- | zajistit tento souhlas i od
examiners and other members of the | spoluzkous$ejicich a ostatnich ¢lenu
study team. studijniho tymu.
I I
(Signature) (Podpis)
Name: Jméno:
PPD Investigator Services LLC PPD Investigator Services LLC
By: Jméno:
(Signature)
Name: (Podpis)
Title Jméno:
Funkce
Schedule A Priloha A
BUDGET & PAYMENT SCHEDULE | | ROZPOCET A ROZPIS PLATEB.
NOTE: Budget template is responsibility | Pozn.: Vzor rozpoctu je odpovédnosti
of Study Team and CRO. tymu klinického hodnoceni a CRO.
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EXHIBIT A

PRILOHA A

PAYMENT SCHEDULE AND BUDGET

ROZPOCET A ROZPIS PLATEB

Payment Method: Payments will be made in CZK
by electronic bank transfer

Zpisob platby: Platby budou provadény v K¢
elektronickym bankovnim prevodem

Payments should be made to:

Platby budou provadény ve prospéch:

The parties agree that the payee designated below
is the proper payee for this Agreement, and that
payments under this Agreement will be made only
to the following payee (the “Payee”):

Smluvni strany souhlasi s tim, Ze pfijemce plateb
uvedeny nize je fadnym prijemcem plateb podle
této smlouvy a Ze platby na zakladé této smlouvy
budou provadény pouze ve prospéch nasledujiciho
prijemce plateb (dale jen ,pfijemce plateb"):

The Payee will also complete required payment
information forms, as applicable.

Prijemce plateb také vyplni pozadované formulare s
platebnimi Udaji.

PAYEE NAME:
JMENO PRIJEMCE PLATBY:

Fakultni nemocnice v Motole

PAYEE ADDRESS:
ADRESA PRIJEMCE PLATBY:

V Uvalu 84

150 06 Praha 5

Ceska republika

BANK NAME v . ,

NAZEV BANKY Ceska narodni banka

IBAN

IBAN CZ42 0710 0000 0000 1793 7051
SWIFT ID/BIC

SWIFT/BIC CNBACZPP

BANK ACCOUNT HOLDER’s NAME
IMENO MAJITELE BANKOVNIHO UCTU

Reference number

Fakultni nemocnice v Motole

Invoice number (used as variable symbol)

In case of changes in the Payee’s address, Payee is
obliged to inform CRO in writing. The parties agree
that in case of changes of address which do not
involve a change of Payee, tax numbers, or tax-
exempt status, no further amendments to the
Agreement are required.

V pripadé zmény adresy prijemce plateb je
prijemce plateb povinen pisemné informovat CRO.
Smluvni strany souhlasi s tim, Ze v pfipadé zmény
adresy, ktera nezahrnuje zménu pfijemce plateb,
danovych Cisel nebo stavu osvobozeni od dané,
nejsou Zzadné dalsi dodatky ke smlouvé nutné.

Payee will have thirty (30) days from the receipt of
final payment to dispute any payment
discrepancies during the course of the Study.

Pfijemce plateb bude mit tficet (30) dnd po
obdrzeni zavéreCné platby na to, aby vznesl
namitky proti jakymkoli nesrovnalostem v platbach
vzniklym v priibéhu klinického hodnoceni.
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If, at Study completion or any termination of this
Agreement, the total amount that CRO has paid
exceeds the amount to which Payee is entitled
hereunder, Payee shall return the overpayment to
CRO within forty-five (45) business days of receipt
of CRO's written notification of the amount due.

Pokud pti dokonceni nebo pred¢asném ukonceni
studie podle této smlouvy prekroci celkova Castka,
kterou CRO uhradila, castku, na kterou ma
pfijemce plateb na zakladé této smlouvy narok,
vrati pfijemce plateb preplatek CRO do Ctyficeti péti
(45) pracovnich dnl od obdrzeni pisemného
oznameni CRO o dluzné Castce.

Payment is without VAT. VAT will be added
according to the applicable legislation on the day of
invoicing by the Provider. Payment will be made on
the basis of invoicing by the provider according to
the calculation of visits made by the sponsor and
approved by the Principal Investigator. Payments
will be made as required, however, no later than
30 November of the current year.

All invoices data shall be sent to the email address:

All notices to the provider will be sent to the Motol
University Hospital and marked Clinical Drug
Evaluation, Secretariat of the Deputy Minister for
LPP, V Uvalu 84, 150 06 Prague 5 or to the contact
email: [

Payments for services performed by the pharmacy
of the Motol University Hospital will be made twice
a vyear. Pharmacy representative:

) -
prepares the basis for invoicing for the pharmacy
services performed in the study, which are listed in
this contract, and sends them for approval to the
responsible person of the Sponsor/CRO/Study
monitor. The approved invoice document will be
sent by the responsible representative of the
contracting authority to the financial accounting
office of FN Moto! (IEEEESSERERE) On the
basis of the document, the financial accounting
office of FN Motol will prepare an invoice, which it
will send to the contracting authority according to
the instructions given in this contract.

Platba je bez DPH. DPH bude pfipoctena podle
platné pravni Upravy v den fakturace
poskytovatelem zdravotnich sluzebl. Platba bude
provadéna na zakladé fakturace poskytovatelem
zdravotnich sluzeb dle kalkulace uskutecnénych
navstév vytvorené zadavatelem a odsouhlasenych
zkousSejicim. Platby budou probihat dle potfeby
nejpozdéji vsak vzdy k 30. 11. bézného roku.

Podklady pro fakturaci studie budou zaslany na
emailovou adresu: .

Veskera oznameni poskytovateli zdravotnich sluzeb
budou zaslana do FN Motol a oznacena Klinické
hodnoceni IéCiv, sekretariat naméstka pro LPP, V
Uvalu 84, 150 06 Praha 5 ¢i na kontaktni email:

Platby za sluzby provadéné lékarnou FN Motol

budou probihat 2 x rocné. Zastupce lékarny:
] ia
I - oipevi
podklad k fakturaci za sluzby lékarny provedené ve
studii, jeZ jsou uvedeny v této smlouvé, a zasle je
ke schvaleni odpovédné osobé
zadavatele/CRO/pfislusnému  monitorovi  studie.
Schvaleny podklad k fakturaci bude odpovédnym
zastupcem zadavatele zaslan do finanCni uctarny
FN Motol ( ). Na zakladé
podkladu pfipravi finanni G¢tarna FN  Motol
fakturu, kterou zaSle zadavateli dle instrukci
uvedenych v této smlouve.

The parties acknowledge that the designated Payee
is authorized to receive all of the payments for the
services performed under this Agreement.

Smluvni strany berou na védomi, Zze urCeny
prijemce plateb je opravnén prijimat vSechny platby
za sluzby provedené na zakladé této smlouvy.

CRO will reimburse the Payee quarterly within 45
days of the acceptance criteria. The screening visit
will be reimbursed based on the “Screening Visit”
payment rate; CRO will not reimburse for any
procedures carried out after the subject has failed
screening. All other visits will be reimbursed on a
completed visit per subject basis in accordance

CRO bude prijemci plateb hradit platby ctvrtletné
do 45dnl od splnéni kritérii pro prijeti.
Screeningova navstéva bude proplacena na zakladé
sazby pro ,screeningovou navstévu"; CRO nebude
hradit zadné postupy provedené po neuspésném
screeningu subjektu. VSechny ostatni navstévy
budou proplaceny na zakladé provedenych navstév
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with the attached budget. Each payment due,
including any Screening Failure that may be
payable under the terms of this Agreement, that
may be payable under the terms of this Agreement,
will be made based upon prior month enrollment
data confirmed by completed subject electronic
Case Report Forms ("eCRFs") after data verification
supporting subject visitation, and/or upon receipt
of a Valid Invoice where required by region. The
final payment will be pro-rated upon verification of
actual subject visits, and will be paid by CRO to the
Payee upon final acceptance by Sponsor of all
eCRFs pages, all data clarifications issued, the
receipt and approval of any outstanding regulatory
documents as required by CRO and/or Sponsor, the
return of all unused supplies to CRO, and upon
satisfaction of all other applicable conditions set
forth in the Agreement.

za kazdy subjekt v souladu s pripojenym
rozpoCtem. Kazda dluzna Castka, véetné veskerych
neuspéchd ve screeningu, které mohou byt podle
podminek této smlouvy splatné, ktera miZze byt
podle podminek této smlouvy splatna, bude
uhrazeno na zakladé udajd o zafazeni z
predchoziho mésice potvrzenych  vyplnénymi
elektronickymi formulafi pfipadu (dale jen ,eCRF)
po ovéreni Udajli dokladajicich navstévu subjektu
a/nebo po obdrzeni platné faktury, pokud je to v
daném regionu vyzadovano. Zavérecna platba
bude rozdélena pomérnym dilem na zakladé
ovéfeni skuteCnych navstév subjektu a bude
pfijemci plateb uhrazen CRO po konecném prevzeti
zadavatelem vSech stranek eCRF, vSech vydanych
upfesnéni Udajl, prfijeti a schvaleni veskerych
zbyvaijicich regulacnich dokumentd poZadovanych
CRO a/nebo zadavatelem, vraceni veSkerého
nevyuzitého spotfebniho materidlu CRO a po
spinéni vSech dalSich pfislusnych  podminek
stanovenych ve smlouve.

Pass-Through Payments: Payee will be
reimbursed for approved Study-related pass-
through expenses upon CRQO'’s receipt of an original
complete invoice which includes Protocol number,
Investigator, invoice number, invoice date, and
appropriate  supporting documentation (“Valid
Invoice”) from Payee.

Zprostiedkované platby: Pfijemci plateb budou
uhrazeny schvalené zprostfedkované platby
souvisejici se studii poté, co CRO od pfijemce
plateb obdrzi original UGplné faktury, ktera bude
zahrnovat Cislo protokolu, jméno zkousejiciho, Cislo
faktury, datum vystaveni faktury a pfislusSnou
podplirnou dokumentaci (,platna faktura").

Invoices must be submitted to PPD Investigator
Services, LLC for reimbursement at the following
address:

Faktury musi byt zasilany k Ghradé spole¢nosti PPD
Investigator Services, LLC na nasleduijici adresu:

PPD Investigator Services LLC

PPD Investigator Services LLC

929 North Front Street

929 North Front Street

Wilmington, NC 28401

Wilmington, NC 28401

USA

USA

Email (Preferred):
InvestigatorPayments@ppdi.com

E-mail (preferovany):
InvestigatorPayments@ppdi.com

Payee shall submit all final Valid Invoices no later
than thirty (30) days after data verification and
lock.

Pfijemce plateb predloZi vSechny platné konecné
faktury nejpozdéji tficet (30) dnl po ovéfeni a
uzavérce udajl.

Screen Failures: Payee will be compensated for a
maximum of Screen Failures (as defined

below). Payee will be reimbursed on the “Screenin
Visit” payment rate of d

Neuspéch ve screeningu: Pfijemci plateb budou
uhrazena maximalné ﬂ selhani pfi screeningu
(definovana nize). Pfijemci plateb bude uhrazena
platba na zakladé sazby pro ,selhani pfi
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B Coch Koruna (I CczK) per

Screen Failure based on the maximum number
above. After the maximum number of Screen
Failures have been met, any additional Screen
Failures must be reviewed and have written
Sponsor approval prior to being reimbursed. No
further amendments to the Agreement are required
for these additional Screen Failure payments.

screeninguve vysi
korun Ceskych KE) za selhani pri

screeningu  na zakladé maximalniho  poctu
uvedeného vySe. Po dosazeni maximalniho poctu
selhani pfi screeningu musi byt vSechna dalsi
selhani  pfi  screeningu  pfed  uhrazenim
zkontrolovana a opatfena pisemnym souhlasem
zadavatele. Pro tyto dodatecné platby za selhani pfi
screeningu nejsou nutné zadné dalSi dodatky ke
smlouvé.

In case additional procedures are required by
Protocol’s Schedule of Events at screening visit, the
Institution will be reimbursed at the rates set forth
in the budget under the “Per Invoice Procedure”
table.

V pfipadé, Ze jsou v ramci screeningové navstévy
vyZadovany dalSi postupy podle planu aktivit v
protokolu, budou zdravotnickému zafizeni uhrazeny
ve vySi uvedené v rozpoCtu Vv tabulce
«Fakturovatelné polozky".

For purposes of this Agreement, a Screen Failure
shall mean a subject who (i) completes the
Screening Visit procedures outlined in the Protocol
(including, without limitation, the informed consent
process) and (ii) is not enrolled. To be eligible for
reimbursement of Screening Visit, completed
screening eCRF pages must be confirmed by CRO
and any additional information, which may be
requested by CRO must be submitted to
appropriately document the subject screening
procedures.

Pro Ucely této smlouvy bude selhani pfi screeningu
predstavovat subjekt, ktery (i) absolvuje postupy
screeningové navstévy uvedené v protokolu (mimo
jiné vcetné procesu informovaného souhlasu) a (ii)
nebude zafazen. Aby mohla byt screeningova
navstéva uhrazena, musi byt predloZzeny vyplnéné
formulare eCRF i veskeré dalsi informace, které
mlze CRO vyzadovat pro UCely Fadného
zdokumentovani vstupniho vysetieni subjektu.

Discontinued or Early Termination Payments:
Reimbursement for  discontinued or early
termination subjects will be prorated based on the
number of confirmed completed procedures/visits.

Platby za vyfazené nebo predc¢asné ukoncené
subjekty: Uhrada za vyrazené nebo predcasné
ukoncené subjekty bude provedena pomérnym
dilem na zakladé poctu potvrzenych provedenych
postupd/navstév.

Pharmacy Fees:

Poplatky Iékarné:

1. Initial Pharmacy Fee: The Payee will receive
reimbursement of a Flat Pharmacy Fee for
provision of pharmacy related services, payable
for the duration of the Study (or pro-rated for
shorter time period), beginning with the
enrollment of the first Study subject, in the
amount listed in the Tables of Payments below,
regardless of the number of enrolled Study
subjects. Payment will be made upon receipt of
a correct and itemized invoice.

1. Iniciacni poplatek lékarné: Prijemce plateb
obdrzi dhradu iniciacniho poplatku lékarné za
poskytovani lékarenskych sluzeb splatnych po
dobu trvani studie (nebo rozdélenych
pomérnym dilem na kratSi dobu) pocinaje
zarazenim prvniho studijniho subjektu ve vysi
uvedené v tabulkach plateb nize, a to bez
ohledu na pocet zarazenych studijnich
subjektd. Platba bude provedena po pfijeti
spravné faktury s rozepsanymi polozkami.

2. Pharmacy Preparation Fee: The Payee will
receive reimbursement of a Pharmacy
Preparation Fee payable for each individual
preparation of the Study Drug in the amount
listed in the Table of Payments below. Payment

2. Poplatek lékarné za pFipravu lécivého
pripravku: Pfijemce plateb obdrzi Uhradu
poplatku lékarné za pfipravu lécivého piipravku
splatnou za kazdou jednotlivou pfipravu
hodnoceného |éCivého pripravku ve vysi
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will be made upon receipt of a correct and
itemized invoice.

uvedené nize v tabulce plateb. Platba bude
provedena po prijeti spravné faktury s
rozepsanymi polozkami.

Administrative Fee: A one-time non-refundable
Administrative fee to cover study specific
administrative activities shall be invoiced by the
Payee at the beginning of contract negotiations.
Payment will be made upon receipt of a correct and
itemized invoice.

Administrativni poplatek: Na zac¢atku smluvnich
jednani bude pfijemcem plateb vyfakturovan
nevratny jednordzovy administrativni poplatek na
pokryti  konkrétnich administrativnich  innosti
souvisejicich se studii. Platba bude provedena po
prijeti spravné faktury s rozepsanymi polozkami.

Subject (inclusive of Parent/Caregiver)
Travel Reimbursement: Each subject (inclusive
of parent/caregiver) may receive a flat travel
reimbursement in the form of vouchers for the
travel expenses (i.e. travel/mileage, meals, parking,
etc.) made on the visit day. Subjects and/or
parent/caregiver must have travelled to site on visit
day to receive reimbursement. The Screening Visit
may be reimbursed as a flat fee of *
B C:och koruna (I CzK). All other
visits may be reimbursed as a flat fee of i

Czech Koruna (Il czK) per visit. The
Principal Investigator shall be responsible for
keeping an accounting log of all used and unused
vouchers. The provision of vouchers shall be
monitored by CRO during regular monitoring visits.

Uhrada cestovnich vydaji subjektii (véetné
rodicli/pecovateldl): Kazdy subjekt (vCetné
rodi¢d/pecovatelll) mlze obdrzet pausalni Ghradu
cestovnich vydajli ve formé poukazek na cestovni
vydaje (tj. cestovné/ujeté kilometry, stravovani,
parkovani atd.) vzniklych v den navstévy. Aby bylo
mozné vydaje uhradit, musi subjekty (vietné
rodicl/pecovatell) provést cestu na studijni
pracovisté v den ndvstévy. Skriningova navstéva

méZe byt uhrzena pausiinim poplatkem ve vysi [}
* ( KE). VSechny ostatni navstévy
budou hrazeny pausalnim poplatkem | korun
¢eskych (Il K©) za vedeni Gcetnich zaznam@ o
vSech vyuzitych a nevyuzZitych poukazkach nese
odpovédnost hlavni zkousSejici. CRO bude sledovat
vydej poukazek béhem pravidelnych kontrolnich
navstév.

Any subject who will incur travel expenses (i.e.

airfare, out of region travel, etc.) exceeding
_ Czech Koruna (- CZK) per visit must
be approved by Sponsor prior to enrollment into
the Study.

Pokud kterémukoli subjektu vzniknou cestovni
vydaje (tj. za letenky, cestu z jiné oblasti atd.)
prevysujici korun Ceskych (KO na
navstévu, musi tento subjekt pfed zafazenim do
studie schvalit zadavatel.

Alternatively, reimbursement for study visit related
travel expenses (i.e. travel/mileage, meals, parking,
hotel/lodging, etc.) for each completed study visit
may be paid directly to the Subject through a third-
party vendor as specified in the ICF. The third-
party vendor may also arrange travel and
hotel/lodging on behalf of the Subject.

Jinou mozZnosti je hradit cestovni vydaje souvisejici
s navstévami ve studii (tj. cestovné/ujeté kilometry,
stravovani, parkovani, hotel/ubytovani atd.) za
kazdou dokoncenou studijni navstévu pfimo
subjektu prostfednictvim sluzeb treti strany, jak je
uvedeno ve formuldfi informovaného souhlasu.
Treti strana miZe subjektu také zajistit dopravu a
ubytovani.

Overnight Hospital Stay: Sponsor agrees to
reimburse Payee for overnight hospital stays
incurred by Study subjects during the Reinduction
Block Day 1 — Day 29 and Day 35, Consolidation
Block Day 1 — Day 29 and Day 35, and the Optional
Continuation Ponatinib Regimen Cycle X Day 1 —

Day 5 and Day 14 per Study subject at a rate of
Czech Koruna (i CZK) each night. Payment

Pobyt v nemocnici pFes noc: Zadavatel souhlasi
s tim, Zze pfijemci plateb uhradi pobyt studijnich
subjektd v nemocnici pres noc, ke kterému dojde v
obdobi reindukce v 1. den — 29. den a 35. den, v
obdobi konsolidace v 1. den — 29. den a 35. den a
v obdobi volitelného pokracovani rezimu podavani
ponatinibu v cyklu X v 1. den — 5. den a 14. den, za

kazdy studijni subjekt ve vysi
i korun Ceskych (

KC). Platba bude
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will be made upon receipt of a correct and itemized
invoice.

provedena po pfijeti spravné faktury s rozepsanymi
polozkami.

Ethics Committee: The Ethics Committee fee will
be paid by CRO and is not included in the per
patient grant.

Eticka komise: Poplatek etické komisi bude hradit
CRO a neni zahrnut do grantu na pacienta.

Central Laboratory Fees: Central Laboratory
costs will be paid by the Sponsor.

Poplatky centralni laboratofi: Poplatky centralni
laboratofi bude hradit zadavatel.

Third Parties: The Payee is fully responsible for
payments to third parties and paying its own
expenses connected with the Study, including costs
for therapy in the event of injury to health of the
Study subjects resulting from their participation in
the Study, with the exception of expenses
reimbursed on the basis of this Agreement or a
written amendment to it.

Treti strany: Prijemce plateb je plné odpovédny
za Uhradu plateb tfetim stranam a Uhradu svych
vlastnich nakladl souvisejicich se studii, vCetné
nakladd na lécbu v pripadé Gjmy na zdravi
studijnich subjektd, ke které by doslo v dlsledku
jejich ucasti ve studii, s vyjimkou nakladd
uhrazenych na zakladé této smlouvy nebo
pisemného dodatku k ni.

Unscheduled Visits: For purposes of this
Agreement, an “Unscheduled Visit” means a
Subject visit which is not expressly set forth in the
schedule of Study procedures of the Protocol, but
that (i) may be required for the Study as directed
by the Investigator, or (ii) may be related to an
adverse event experienced during the Study or
otherwise required for the Study as directed by the
Investigator, for the health and welfare of a Study
subject. Standard of care patient visits or
procedures that are not required by the Protocol do
not constitute Unscheduled Visits for purposes of
this Agreement.

Neplanované navstévy: ,Neplanovana navstéva"
znamena pro Ucely této smlouvy navstévu
subjektu, ktera neni vyslovné stanovena Vv
harmonogramu postupl ve studii v protokolu, ale
ktera (i) mize byt pro studii nutna podle pokynd
zkousejiciho nebo (i) mize souviset s nezadouci
pfihodou vzniklou béhem studie, nebo mlze byt v
ramci studie jinak nutna podle pokynd zkousejiciho
pro zajiSténi zdravi a prospéchu subjektu studie.
Navstévy pacientl nebo postupy v ramci standardni
péCe, které nejsou vyzadovany protokolem,
nepredstavuji neplanované navstévy pro Gcely této
smlouvy.

Unscheduled Visits will be reimbursed a flat fee of

Czech Koruna (
CZK) per unscheduled visit following review and
approval of any information and/or documentation
required by Sponsor. This fee includes the following
activities: Physical Examination with Vitals including
Weight, Concomitant Medications and Procedures,
AE Reporting, Personnel Fees. In case additional
procedures are required at the unscheduled visit,
the Institution will be reimbursed at the rates set
forth in the budget under the “Per Invoice
Procedure” table.

Neplanované navstévy budou hrazeny pausalnim
poplatkem ve vysi _ korun &eskych
( KC) za jednu neplanovanou navstévu po
kontrole a schvaleni veskerych udajl a/nebo
dokumentace vyzadované zadavatelem. Tento
poplatek zahrnuje nasledujici cinnosti: Lékarské
vySetfeni s vySetfenim vitalnich funkci vcetné
hmotnosti, soubé&zné uzivanych lékl a postupd,
hlaseni nezadoucich ptihod, poplatk( za personal. V
pfipadé, Ze jsou v ramci neplanované navstévy
vyZadovany dalSi postupy, budou zdravotnickému
zarizeni uhrazeny ve vysi uvedené v rozpoCtu v
tabulce ,,Postup na fakturu®.

Payee will endeavor to provide reasonable advance
notice to Sponsor or its designee and whenever
possible, seek Sponsor’s prior approval before the
procedure is performed. In the event that
reimbursement rates for medically necessary
procedures are not included in Exhibit A, the

Prijemce plateb se bude snazit informovat
zadavatele nebo jeho povérenou osobu predem s
pfiméfenym predstihem, a kdykoli to bude mozné,
vyzadd si pred provedenim tohoto postupu
predchozi schvaleni zadavatele. V pfipadé, Ze sazby
za postupy nezbytné z lékafského hlediska nejsou
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Confidential / Duvérné

amount of reimbursement for those procedures will
be reviewed in good faith by Sponsor prior to
Sponsor's approval or disapproval of the
expenditures, which shall not unreasonably be
withheld or delayed.

uvedeny v priloze A, bude Castka nahrady za tyto
postupy dfive, nez zadavatel tyto vydaje schvali
nebo zamitne, v dobré vife posouzena
zadavatelem, coz nebude bezddvodné zdrzovano
nebo zpozd'ovano.

To be eligible for payment an itemized original
Valid Invoice must be received by CRO, which
should reference the date of the Unscheduled Visit
and subject number. Reimbursement will be
subject to verification by Sponsor or designee.

Aby bylo mozné Uhradu provést, musi CRO obdrzet
original platné faktury s rozepsanymi polozkami, ve
které bude uvedeno datum neplanované navstévy a
Cislo subjektu. Uhrada bude ovérena zadavatelem
nebo jeho povérenou osobou.

Final Payment: The final payment will be payable
upon completion of the close-out visit and upon
receipt of the following: (i) all Study
documentation, (ii) the accountability of any
unused Study Drug, (iii) all completed and correct
eCRFs/queries and (iv) resolution of any
clarification requests made by CRO or Sponsor
regarding Study data or records.

Zavérecna platba: ZavéreCna platba, bude
uhrazena po provedeni zavérecné navstévy a po
prijeti nasledujicich polozek: (i) veskeré studijni
dokumentace, (ii) vykdzani mnozstvi jakéhokoli
nepouzitého hodnoceného pfipravku, (iii) vSech
vyplnénych a spravnych eCRF/dotazd a (iv)
vyfeseni veskerych Zadosti ze strany CRO nebo
zadavatele ohledné studijnich udajd nebo zaznamd.

Please note that invoices will not be
processed unless they reference the Sponsor
name, Protocol number and Investigator
name and site number.

Vezméte prosim na védomi, ze faktury
nebudou zpracovany, pokud na nich nebude
uvedeno jméno zadavatele, Cislo protokolu a
jméno zkousejiciho a Cislo pracovisté.

Any expense or cost incurred by Payee in
performing this Agreement that is not specifically
designated as reimbursable by CRO or Sponsor
under the Agreement (including this Exhibit A and
Exhibit A-1) is Payee’s sole responsibility.

Za veskeré vydaje nebo naklady vzniklé pfijemci
plateb pfi provadéni této smlouvy, které nejsou
specificky oznaceny CRO nebo zadavatelem jako
refundovatelné podle této smlouvy (vCetné této
prilohy A a pfilohy A-1), odpovida vyhradné
pfijemce plateb.

No Other Additional Funding Requests Will
be Considered

Zadné dalSi Zadosti o uhradu finanénich
prostfedkid nebudou pFijimany

These amounts include all applicable taxes and
overhead, unless otherwise stated.

Pokud neni uvedeno jinak, zahrnuji tyto castky
vSechny prislusné dané a rezijni naklady.

All payments for this Study in accordance with the
attached Budget will be paid by Sponsor, through
CRO.

VSechny platby za tuto studii v souladu s
prilozenym rozpoctem budou hrazeny zadavatelem
prostrednictvim CRO.

Exhibit A-1 to the Clinical Study Agreement

Priloha A-1 ke smlouvé o klinické studii

The Budget is as follows:

Rozpocet je nasledujici:
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Schedule B

Priloha B

DATA PROTECTION SCHEDULE

PRILOHA O OCHRANE UDAJU

DEFINITIONS

The terms “Controller”, “Data Subject”,
“‘Personal Data”, “Processor”, and
“Processing” shall have the same

meaning as in the applicable Data
Protection Law. For avoidance of doubt,
applicable Data Protection Law means
all Applicable Laws in relation to data
protection, privacy, interception and
monitoring of communications, or
requirements relating to the Processing
of Personal data, including but not
limited to the General Data Protection
Regulation EU 2016/679.

IDENTIFICATION OF THE PARTIES

The Institution acts as a Processor for
the Sponsor who acts as a Controller
when the Institution processes coded
Personal Data on behalf of the Sponsor
under this Agreement and in
accordance with the trial Protocol.

The Institution is an independent
Controller of Personal Data of patients
participating in the Trial for purposes
other than those listed in Clause 2.a.,
e.g. the provision of medical care.

PROCESSING OF PERSONAL DATA

The Processor shall process Personal
Data only for the purposes of fulfilling an
obligation under the Agreement. The
Processor may not process or use

DEFINICE

Pojmy ,spravce udaju“, ,subjekt udaja,
,osobni udaje“, ,zpracovatel Udajli“ a
,<Zpracovani“ maji stejny vyznam, jak je
definovano pfislusnymi pfedpisy na
ochranu udaju. Pro  vylouceni
pochybnosti se uvadi, Ze pfisluSnymi
predpisy na ochranu udaji se rozumi
vSechny pfislusné pravni pfedpisy
souvisejici s ochranou udaju, soukromi
a zachycené a sledované komunikace,
jakoz i pozadavky souvisejici se
zpracovavanim osobnich udaja véetné
Obecného nafizeni EU pro ochranu
osobnich udaji 2016/679.

IDENTIFIKACE SMLUVNi STRAN

Poskytovatel vystupuje jako zpracovatel
udajl zadavatele, ktery vystupuje jako
spravce udaji0  pfi  zpracovavani
kédovanych osobnich udajid jménem
zadavatele podle této smlouvy a v
souladu s protokolem.

Poskytovatel je samostatnym spravcem
osobnich udaju pacient ucastnicich se
klinického hodnoceni pro ucely jiné nez
uvedené v Cl. 2, odst. a), tj. poskytovani
lékarskeé péce.

ZPRACOVAVANI OSOBNICH UDAJU

Zpracovatel bude osobni  udaje
zpracovavat jen za ucCelem splnéni
zavazku vyplyvajicich z této smlouvy.
Zpracovatel nesmi zpracovavat ani jinak
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coded Personal Data for any purpose
other than as required by the Agreement
and consistent with the Protocol and
instructions provided by the Sponsor.

CROSS-BORDER TRANSFERS

The Processor shall not transfer
Personal Data outside the country of
origin unless required to do so pursuant
to the Sponsor's instructions or as
required by Applicable Law, provided
that the Processor complies with
applicable Data Protection Law relevant
to that transfer.

SECURITY

The Processor shall implement
appropriate technical and organizational
measures in compliance with the
applicable Data Protection Law.

DATA SUBJECT RIGHTS

The Processor shall respond to requests
from Data Subjects exercising their
rights pursuant to Applicable Law.

In the event the Controller receives such
a request from a Data Subject, the
Controller shall forward the request to
the Processor. The Processor shall
respond to such requests in accordance
with Applicable Law and the Agreement.
The Processor acknowledges that in
order to maintain the integrity of the
Study results, the ability to modify,
correct, delete or otherwise alter the
Personal Data may be limited, as
permitted by Applicable Law.

AUDIT RIGHTS

The Controller or any agent,
representative, or third party working on
the Controller's behalf, shall have the

pouzivat kddované osobni informace za
jinym ucCelem, nez jak je to vyzadovano
smlouvou a v souladu s protokolem a
pokyny zadavatele.

PRENOS DO ZAHRANICi

Zpracovatel nesmi osobni udaje
prenaSet mimo jejich zemi plvodu,
pokud to nevyzaduji pokyny zadavatele
nebo ustanoveni pfislusnych pravnich
predpisu, pficemz zpracovatel musi pfi
pfenosu jednat v souladu s pfislusnymi
predpisy o ochrané udaju.

ZABEZPECENI

Zpracovatel pfijme odpovidajici
technickd a organizaCni opatfeni v
souladu s pfisluSnymi pFedpisy na

ochranu udaja.

PRAVA SUBJEKTU UDAJU

Zpracovatel odpovi na zadosti subjektl
udaji uplatnit sva prava v souladu s
pfislusnymi pravnimi predpisy.

Pokud spravce udaji od subjektu udaj
takovou Zadost obdrzi, preposle ji
zpracovateli. Zpracovatel na takovou
Zadost odpovi v souladu se smlouvou a
prislusnymi pravnimi predpisy.
Zpracovatel bere na védomi, Ze aby
zUstala zachovana integrita vysledk
studie, mUze byt v souladu s pfislusnymi
pravnimi pfedpisy omezena moznost,
jak osobni data upravovat, opravovat,
odstranovat nebo jinak ménit.

PRAVO NA AUDIT

Spravce udaju, jeho zastupce nebo jina
tfeti strana vystupujici jménem spravce
UdajliT. ma pravo provést audit
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right to audit the Processor during its
normal business hours and on
reasonable notice at least three
business (3) days in advance, during
normal working hours and so as not to
disrupt the normal operation of the
Institution in  order to  monitor
compliance with the terms of this
Agreement. The Processor shall fully
cooperate with any such audit. In the
event that any such audit reveals
material gaps or weaknesses in
Processor's security program, the
Controller shall be entitled to terminate
the Agreement. The Processor shall
cooperate with any relevant government
authorities. The  Processor shall
promptly notify the Controller of any
inspection or audit by a government
authority concerning compliance with
Applicable Law to the extent related to
the services provided wunder this
Agreement.

DATA PROTECTION ASSISTANCE

The Processor must without undue
delay, and in any event within twenty-
four (24) hours, notify the Controller in
writing about:

any request for disclosure of Personal
Data processed under the Agreement
by government authorities, unless
expressly prohibited under Applicable
Law.

any finding of a breach of security that
results in accidental or unlawful
destruction, loss, alteration,
unauthorized disclosure of, or access to,
Personal Data transmitted, stored or
otherwise processed by the Processor
under the Agreement (“Data Breach”).
Such a notification from the Processor to
the Controller shall be in accordance
with the applicable Data Protection Law.

The Processor must reasonably assist
the Controller in meeting any other

zpracovatele béhem bézné pracovni
doby a na zakladé pfiméfeného
predchoziho oznameni nejméné ftfi (3)
pracovni dny pfedem, v prubéhu bézné
pracovni doby a tak, aby nebyl narusen
bézny chod poskytovatele za ucelem
monitorovani souladu s podminkami této
smlouvy. Zpracovatel bude pfi takovém
auditu plné spolupracovat. Pokud takovy
audit odhali zavazné mezery i
nedostatky v bezpecfnostnim programu
zadavatele, bude mit spravce udajl

pravo  tuto  smlouvu prfedCasné
vypovédét. Zpracovatel bude
spolupracovat se vS8emi pfisluSnymi

statnimi  Ufady. Zpracovatel spravci
udaju neprodlené oznami jakoukoli
inspekci nebo audit ze strany statnich
ufadu ohledné souladu s pfislusnymi
pravnimi predpisy v rozsahu, v jakém se
dotyka sluzeb poskytovanych podle této
smiouvy.

SOUCINNOST PRI OCHRANE UDAJU

Zpracovatel musi neprodlené nejpozdéji
do dvaceti Ctyf (24) hodin pisemné
informovat spravce udaju o:

jakékoli zadosti o poskytnuti osobnich
udajl zpracovavanych podle smlouvy ze
strany statnich ufadl, pokud to neni
pfislusnymi pravnimi predpisy vyslovné
zakazano,

jakémkoli zjisténém poruseni
bezpecénosti, které mize mit za nasledek
nahodné nebo neopravnéné zniceni,
ztratu, zménu, neopravnéné zvefejnéni
nebo pristup k pfenasenym,
uchovavanym nebo jinak
zpracovavanym osobnim udajum podle
této smlouvy (dale jen ,poruSeni
bezpec€nosti udajd“). Toto oznameni
zpracovatele spravci Udaju musi byt
ucinéno v souladu s pfislusnymi
predpisy na ochrana udaju.
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obligations under Applicable Law where
the assistance of the Processor is
necessary for the Controller to comply
with its obligations. This includes, but is
not limited to, any request to provide the
Controller with all necessary information
about an Data Breach under Clause
8.a.ii., all necessary information for an
impact assessment in accordance with
applicable Data Protection Law,
providing notice to Data Subjects
affected by a Data Breach, and any
information necessary to show that it is
in compliance with this Agreement.

SUBPROCESSORS

The Processor may only subcontract
any or all of its processing obligations
under the Agreement in accordance with
the applicable Data Protection Law and
subject to the execution of a written
agreement with substantially similar
obligations as set forth in this
Agreement.

CONFIDENTIALTY

This Section 10 is without prejudice to
the confidentiality and other obligations
in Section 6 of the Agreement.

The Processor shall limit access to
Personal Data to all employees and
other persons it involves in the conduct
of the Study for whom access to
Personal Data is necessary to fulfil the
Processor's obligations. The Processor
shall ensure that persons authorised to
process the Personal Data have
committed themselves to confidentiality
or are under an appropriate statutory
obligation of confidentiality.

PERSONAL DATA OF STUDY STAFF

Zpracovatel musi  spravci  udajl
poskytnout odpovidajici soucinnost pfi
dodrzovani jakychkoli dalSich zavazk( v
souladu s pfislusnymi pravnimi pfedpisy,
je-li tato soucinnost nezbytna pro plnéni
zavazku spravce Udajl. Tyka se to mimo
jiné vSech Zadosti spravce udaji o
poskytnuti  veSkerych nezbytnych
informaci o poruseni bezpec¢nosti udaju
podle ¢l. 8 a i, vSech informaci
nezbytnych k posouzeni dopadu
poruSeni v souladu s pfislusnymi
predpisy na ochranu udaju, podani
oznameni subjektlim udaj, jichz se toto
poruseni bezpecnosti tyka, a poskytnuti
v8ech informaci k prokazani souladu s
touto smlouvou.

VEDLEJSi ZPRACOVATELE

Zpracovatel smi provadénim vsech nebo
casti svych zavazkd tykajicich se
zpracovavani udaju podle této smlouvy
a v souladu s pfislusnymi pfedpisy na
ochrana udajl povérit subdodavatele na
zakladé uzaviené pisemné dohody, ve
které budou stanoveny podstatné
podobné podminky jako v této smlouvé.

DUVERNOST INFORMACI

Ustanovenimi tohoto €l. 10 neni dotéeno
dodrzovani davérnosti a jinych zavazku
Cl. 6 této smlouvy.

Zpracovatel omezi pfistup k osobnim
udajim na své zaméstnance a jiné
osoby podilejici se na provadéni tohoto
klinického hodnoceni, které k osobnim
udajum musi mit pfistup, aby mohly byt

dodrzeny zavazky zpracovatele.
Zpracovatel se zaruCuje, Ze osoby
povéfené zpracovavanim osobnich

udaji se zavazaly k mi€enlivosti nebo se
na né vztahuje povinnost mi¢enlivosti ze
zakona.

OSOBNi UDAJE TYMU KLINICKEHO
HODNOCENI
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Prior to and during the course of the
Study, the Sponsor may request the
collection of Personal Data of the
Institution’s Investigator and Study Staff
(including principal investigator, sub-
investigators, other Institution staff or
personnel involved in the conduct of the
Study). Institution agrees to assist
Sponsor with obtaining any consents, or
providing any notice, as may be
necessary in  accordance  with
Applicable Law.

Zadavatel smi pfed a v pribéhu studie
vyzadovat ziskani osobnich informaci
zkouSejiciho a c&lent tymu klinického
hodnoceni (v€etné hlavniho
zkousSejiciho, spoluzkousejiciho,
personalu zdravotnického zafizeni a
jinych osob podilejicich se na provadéni
klinického hodnoceni). Zdravotnické
zafizeni souhlasi s tim, Ze zadavateli
poskytne soucinnost pfi ziskavani
potfebnych souhlast se zpracovavanim
a podavani potfebnych oznameni v
souladu s pfislusnymi pravnimi pfedpisy.
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Schedule C

Rozpis C

AGREED FORM OF REDACTED
AGREEMENT TO BE PUBLISHED IN
ACCORDANCE WITH AcT No. 340/2015
CoLL. ON CONTRACT REGISTER

ODSOUHLASENA VERZE SMLOUVY, JEZ MA
BYT ZVEREJNENA NA ZAKLADE ZAKONA C.
340/2015 SB., O REGISTRU SMLUV

Attach copy of Agreement Form of
Redacted Agreement

PriloZte kopii odsouhlasené verze
redigované smlouvy

Takeda Clinical Trial Agreement (Czech Republic) CRO Inst v.13May2020
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